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ANTIMICROBIAL AGENTS

PRIORITY OF INVENTION

This application claims priority to U.S. Provisional Appli-
cation Nos. 61/358,759, filed 25 Jun. 2010; 61/376,993, filed
25 Aug. 2010; 61/428,791, filed 30 Dec. 2010; and 61/430,
058, filed 5 Jan. 2011.

BACKGROUND OF THE INVENTION

The emergence of Multidrug Resistant (MDR) bacterial
pathogens (e.g. methicillin-resistant Staphylococcus aureus
(MRSA), Acinetobacter baumannii-calcoaceticus complex
(ABC), etc.) has increased concerns as to the adequacy of
current antimicrobials and pathogen treatment methods. The
lethality of such pathogens, particularly MRSA, has often led
to treatment methods that are experimental or would other-
wise normally be avoided in standard clinical practice. For
example, the antibiotic colistin was traditionally considered
too nephrotoxic and neurotoxic for clinical use, but is never-
theless used to treat many MDR bacterial infections due to a
paucity of available active drugs. The growing threat from
MDR pathogens highlights a critical need for additional anti-
microbials. In this connection, there is a pressing need for
new antibiotics that exhibit novel mechanisms of action or
that are able to circumvent known resistance pathways.

Elements of the bacterial cell division machinery present
appealing targets for antimicrobial compounds because (i)
they are essential for bacterial viability, (ii) they are widely
conserved among bacterial pathogens, and (iii) they often
have markedly different structures than their eukaryotic
homologs. One such protein that has been identified as a
potential target is the FtsZ protein. During the division pro-
cess, FtsZ, along with approximately 15 other proteins,
assemble at mid-cell into a large cell division complex
(termed the divisome), ultimately facilitating cell cytokine-
sis. More importantly, FtsZ is widely conserved among many
bacterial strains.

SUMMARY OF THE INVENTION
In one embodiment the invention provides compounds that

display antimicrobial activity. Accordingly, the invention
provides a compound of formula I:

@

wherein R*>-R®, X, and Y have the values defined in a), b), or
c) below:
a) X is N; Y is C(R?); and R is R®; or

Xis N;Y is C(R'®); and R? is R<; or

X is C(RY); Y is N; and R? is R° or

X is C(R'®);Y is C(R'); and R? is R®; or

X is C(R1);Y is C(R*?); and R is R®; or

X is C(R*°); Y is C(R?'); and R? is R?; or

Xis N*—R* (Z7); Y is C(R'?); and R? is R®; or

X isN;Y is C(R'?); and R? is R® or
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2

X is C(R*®) or C(R?'); Y is N*—R'*(Z7); and R® is R"; or

X is C(R*®) or C(R*");Y is N; and R? is R

R'is R¥or (C,-C,)alkyl that is substituted with one or more
RY;

R?is R or (C,-Cy)alkyl that is substituted with one or more
R

at least one of R*, R®, RS R7, R® and R*' is aryl or
heteroaryl wherein each aryl or heteroaryl is optionally sub-
stituted with one or more (e.g. 1, 2, 3, or 4) R% and the
remainder of R*, R>, R%, R, and R® are each independently H,
halo, cyano, nitro, hydroxy, carboxy, trifluoromethyl, trifluo-
romethoxy, (C,-Cy)alkyl, (C5-Cg)cycloalkyl, (C,-Cy)alkoxy,
(C,-Cyalkoxycarbonyl, (C,-Cy)alkanoyloxy, aryl, het-
eroaryl, aryloxy, heteroaryloxy, (C,-Cy)alkylthio, —S(O)R?,
—S(O),R?, —S(0),R?, —S(0),NRER”, and —NRER”;
wherein any alkyl is optionally substituted with one or more
(eg. 1, 2, 3, or 4 R% and any remaining R is
4C(:Nth)7NRthhd, 7NRhe 4C(:Nth)7NRthhd,
—NR*—C(=NR*)R*, or (C,-Cy)alkyl which is substi-
tuted with one or more groups selected from —C(=NR"*)—
NR”R"?, —NR**—C(—=NR"*)NR*R*? and —NR**—C
(=NR**)R**; wherein any aryl, or heteroaryl of R*, R>, R®,
R7, R®, and R®' is optionally substituted with one or more
(eg. 1,2,3,0r4) R

each R'° is H, halo, cyano, nitro, hydroxy, carboxy, trifluo-
romethyl, trifluoromethoxy, (C,-Cgalkyl, (C;-Cy)cy-
cloalkyl, (C,-Cy)alkoxy, (C,-Cg)alkoxycarbonyl, (C,-Cy)al-
kanoyloxy, aryl, heteroaryl, aryloxy, heteroaryloxy, and
—NR#R”; wherein any alkyl of R*® is optionally substituted
with one or more (e.g. 1, 2, 3, or 4) R% and wherein any aryl,
heteroaryl, or any aryl or heteroaryl portion of any aryl(C, -
Cgalkyl, heteroaryl(C,-Cy)alkyl, aryloxy, or heteroaryloxy
of R'° is optionally substituted with one or more (e.g. 1, 2, 3,

or 4) R?;
each R'! is H, halo, cyano, nitro, hydroxy, carboxy, trifluo-
romethyl, trifluoromethoxy, (C,-Cgalkyl, (C;-Cy)cy-

cloalkyl, (C,-Cy)alkoxy, (C,-Cg)alkoxycarbonyl, (C,-Cy)al-
kanoyloxy, aryl, heteroaryl, aryloxy, heteroaryloxy, and
—NR#R”; wherein any alkyl and any alkyl or alkanoyl por-
tion of any aryl(C,-Cyalkyl, heteroaryl(C,-Cy)alkyl, aryl
(C,-Cy)alkanoyl or heteroaryl(C,-Cgalkanoyl of R'! is
optionally substituted with one or more (e.g. 1, 2, 3, or 4) R%;
and wherein any aryl, heteroaryl, or any aryl or heteroaryl
portion of any aryl(C,-Cy)alkyl, heteroaryl(C,-Cy)alkyl, aryl
(C,-Cy)alkanoyl or heteroaryl(C,-Cglalkanoyl of R'' is
optionally substituted with one or more (e.g. 1, 2, 3, or 4) R;

each R'?is H, halo, cyano, nitro, hydroxy, carboxy, trifluo-
romethyl, trifluoromethoxy, (C,-Cgalkyl, (C;-Cy)cy-
cloalkyl, (C,-Cy)alkoxy, (C,-Cy)alkoxycarbonyl, (C,-C)al-
kanoyloxy, aryloxy, heteroaryloxy, and —NRZ2R”; wherein
any alkyl and any alkyl or alkanoyl portion of any aryl(C, -
Cgalkyl, heteroaryl(C,-Cylalkyl, aryl(C,-Cyalkanoyl or
heteroaryl(C,-C,)alkanoyl of R'? is optionally substituted
with one or more (e.g. 1, 2, 3, or 4) R% and wherein any aryl,
heteroaryl, or any aryl or heteroaryl portion of any aryl(C, -
Cyalkyl, heteroaryl(C,-Cy)alkyl, aryl(C,-Cy)alkanoyl or
heteroaryl(C,-C)alkanoyl of R'? is optionally substituted
with one or more (e.g. 1, 2, 3, or 4) R;

each R*? is (C,-Cy)alkyl, aryl, or aryl(C,-Cy)alkyl;

each R'* is (C,-Cy)alkyl, aryl, or aryl(C, -C)alkyl;

R'? is R* or (C,-Cyalkyl that is substituted with one or
more R*;

R'¢ is R or (C,-Cy)alkyl that is substituted with one or
more R,

each R*° is H or (C,-Cy)alkyl,

each R? is independently selected from halo, cyano, nitro,
hydroxy, carboxy, oxo, (C,-Cy)alkyl, (C5-Cg)cycloalkyl, (C, -
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Cglalkoxy, (C,-Cy)alkoxycarbonyl, (C,-Cy)alkanoyloxy,
aryl, heteroaryl, aryloxy, heteroaryloxy, (C,-Cy)alkylthio,
—S(O)R?, —S(0),R?, —S(0);R?, —S(0),NR*R”*, and
—NR#R”; wherein each aryl, heteroaryl, aryloxy, and het-
eroaryloxy is optionally substituted with one or more (e.g. 1,
2, 3, or 4) groups independently selected from halo, cyano,
nitro, hydroxy, carboxy, trifluoromethyl, trifftuoromethoxy,
(C,-Cyalkyl, (C;-Cg)eycloalkyl, (C,-Cyalkoxy, (C,-Cy)
alkoxycarbonyl, (C,-Cylalkanoyloxy, (C,-Cy)alkylthio,
—S(O)R?, —S(0),R?, —S8(0);R?, —S(0),NR®R”*, and
— NR&R”,

each R? is independently selected from halo, cyano, nitro,
hydroxy, carboxy, trifluoromethyl, trifluoromethoxy, (C,-Cy)
alkyl, (C;-Cy)cycloalkyl, (C,-Cyalkoxy, (C,-Cy)alkoxycar-
bonyl, (C,-Cy)alkanoyloxy, aryl, heteroaryl, aryloxy, het-
eroaryloxy, (C,-Cyalkylthio, —S(O)R?, —S(O),R?,
—S(0);R?, —S(0),NR2R”, and —NR#R”; wherein each
aryl, heteroaryl, aryloxy, and heteroaryloxy is optionally sub-
stituted with one or more (e.g. 1, 2, 3, or 4) groups indepen-
dently selected from halo, cyano, nitro, hydroxy, carboxy,
trifluoromethyl, trifluioromethoxy, (C,-Cy)alkyl, (C5-Cy)cy-
cloalkyl, (C,-Cy)alkoxy, (C,-Cg)alkoxycarbonyl, (C,-Cy)al-
kanoyloxy, (C,-Cyalkylthio, —S(O)R?, —S(O),R?,
—S8(0);R?, —S(0),NR2R”, and —NR#R”;

each R“ is H, halo, cyano, nitro, hydroxy, carboxy, trifluo-
romethyl, trifluoromethoxy, (C,-Cgalkyl, (C;-Cy)cy-
cloalkyl, (C,-Cy)alkoxy, (C,-Cg)alkoxycarbonyl, (C,-Cy)al-
kanoyloxy, aryl other than phenyl, heteroaryl other than
pyrid-4-yl, aryloxy, heteroaryloxy, and —NR#R”; wherein
any alkyl and any alkyl or alkanoyl portion of any aryl(C,-
Cylalkyl, heteroaryl(C,-Cylalkyl, aryl(C,-Cyalkanoyl or
heteroaryl(C,-Cy)alkanoyl of R is optionally substituted
with one or more (e.g. 1,2, 3, or 4) R% and wherein any aryl,
heteroaryl, or any aryl or heteroaryl portion of any aryl(C,-
Cyalkyl, heteroaryl(C,-Cy)alkyl, aryl(C,-Cy)alkanoyl or
heteroaryl(C,-Cy)alkanoyl of R is optionally substituted
with one or more (e.g. 1, 2, 3, or 4) R;

each R is independently selected from halo, cyano, nitro,
hydroxy, carboxy, trifluoromethyl, trifluoromethoxy, (C,-Cy)
alkyl, (C;-Cy)cycloalkyl, (C,-Cyalkoxy, (C,-Cy)alkoxycar-
bonyl, (C,-Cy)alkanoyloxy, aryl, heteroaryl, aryloxy, het-
eroaryloxy, and —NR#R”; wherein each aryl, heteroaryl,
aryloxy, and heteroaryloxy is optionally substituted with one
ormore (e.g. 1,2, 3, or 4) groups independently selected from
halo, cyano, nitro, hydroxy, carboxy, trifluoromethyl, trifluo-
romethoxy, (C,-Cy)alkyl, (C;-Cg)cycloalkyl, (C,-Cy)alkoxy,
(C,-Cyalkoxycarbonyl, (C,-C,)alkanoyloxy, and —NR&R”;

each R? is H, halo, cyano, nitro, hydroxy, carboxy, trifluo-
romethyl, trifluioromethoxy, (C,-Cyalkyl, (C;-Cy)cy-
cloalkyl, (C,-Cy)alkoxy, (C,-Cg)alkoxycarbonyl, (C,-Cy)al-
kanoyloxy, aryl, heteroaryl, aryloxy, heteroaryloxy, and
—NR#R”; wherein any alkyl and any alkyl or alkanoyl por-
tion of any aryl(C,-Cy)alkyl, heteroaryl(C,-Cy)alkyl, aryl
(C,-Cy)alkanoyl or heteroaryl(C,-Cy)alkanoyl of R° is
optionally substituted with one or more (e.g. 1, 2, 3, or 4) R%;
and wherein any aryl, heteroaryl, or any aryl or heteroaryl
portion of any aryl(C,-Cy)alkyl, heteroaryl(C,-Cy)alkyl, aryl
(C,-Cyalkanoyl or heteroaryl(C,-Cy)alkanoyl of R® is
optionally substituted with one or more (e.g. 1, 2, 3, or 4) R?;

each R# and R” is independently selected from H, (C,-C,)
alkyl, (C;-Cy)cycloalkyl, (C;-Cy)cycloalkyl(C,-Cy)alkyl,
aryl, heteroaryl, aryl(C,;-C) alkyl and heteroaryl(C,-Cy)
alkyl; or R® and R” together with the nitrogen to which they
are attached form a aziridino, azetidino, morpholino, piper-
azino, pyrrolidino or piperidino; wherein any (C,-Cy)alkyl,
(C5-Cy)eyeloalkyl, (C5-Cy)eycloalkyl(C, -Cylalkyl, aryl, het-
eroaryl, aryl(C,-C,) alkyl or heteroaryl(C,-Cy)alkyl of R®
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and R” is optionally substituted with one or more groups
independently selected from hydroxy, carboxy, and NR‘R*;

each R/ is independently selected from H, (C,-Cy)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)eycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R and R” is independently selected from H, (C,-Cy)
alkyl, (C;-Cy)cycloalkyl, (C;-Cg)cycloalkyl(C,-Cy)alkyl,
aryl, heteroaryl, aryl(C,;-C) alkyl and heteroaryl(C,-Cy)
alkyl; or R and R” together with the nitrogen to which they
are attached form a aziridino, azetidino, morpholino, piper-
azino, pyrrolidino or piperidino; wherein any (C,-Cy)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)eycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl or heteroaryl(C,-Cy) alkyl of R™
and R” is optionally substituted with one or more groups
independently selected from hydroxy, carboxy, and NR‘R¥;

each R? is independently selected from H, (C,-Cy)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)eycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy) alkyl;

each R? is independently selected from H, (C,-Cy)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)eycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R” is independently selected from H, (C,-Cy)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)cycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R’ and R* is independently selected from H, (C,-Cy)
alkyl, (C;-Cy)eycloalkyl, (C;-Cg)eycloalkyl(C,-Cy)alkyl,
aryl, heteroaryl, aryl(C,;-C) alkyl and heteroaryl(C,-Cy)
alkyl; or R”and R*together with the nitrogen to which they are
attached form a aziridino, azetidino, morpholino, piperazino,
pyrrolidino or piperidino;

each R* is independently —NR™R”, —N*(R"),Z",
—C(=NR/)—NR"R”, or —NR?—C(=NR/)—NR"R”;

each R” is independently —NR™R”, —N*(R%),Z",
—C(=NR/)—NR"R”, or —NR?—C(=NR/)—NR"R”;

each R? is independently —C(=NR/)—NR™"R”, or
—NR?—C(=NR/)—NR"R”;

each R* is independently selected from H, (C,-Cg)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)eycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R” and R* is independently selected from H, (C,-
Cgalkyl, (C;-Cg)eycloalkyl, (C;-Cy)eycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-
C,) alkyl; or R* and R*? together with the nitrogen to which
they are attached form a aziridino, azetidino, morpholino,
piperazino, pyrrolidino or piperidino; wherein any (C,-Cy)
alkyl, (C;-Cy)eycloalkyl, (C;-Cg)eycloalkyl(C,-Cy)alkyl,
aryl, heteroaryl, aryl(C,-Cy) alkyl or heteroaryl(C, -C)alkyl
of R*® and R*¥ is optionally substituted with one or more
groups independently selected from hydroxy, carboxy, and
NR"R""

each R* is independently selected from H, (C,-Cg)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)eycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R*” and R"” is independently selected from H, (C,-
Cgalkyl, (C;-Cg)eycloalkyl, (C;-Cy)eycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
C,) alkyl; or R*™ and R*” together with the nitrogen to which
they are attached form a aziridino, azetidino, morpholino,
piperazino, pyrrolidino or piperidino;

each R* is independently selected from H, (C,-Cg)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)cycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R* is independently selected from H, (C,-Cg)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)eycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

the bond represented by ---- is present; and

each 7 is independently an acceptable counterion;
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b) wherein:

X is W—R>!;

Y is C(R>?);

W is N; R®! is absent; or

W is N*D™; R*! is (C,-Cy)alkyl, aryl, or aryl(C,-C)alkyl;
or

W is C; R®! is hydrogen, —N*(R*%),D~, —C(=NR>*)—
NRS cRS d , 7NR5 e (:NRS b)fNRS cRS d , 7NR5 gRSh ,
7NR5 e (:NRS cb)RS ce, 7NR5 g (:0)7
NR>*R>*, or (C,-C,)alkyl that is substituted with one or
more RY,

R>? is a ring selected from phenyl, pyridyl, and [D"N*—
(C,-Cy)alkylpyridyl], which ring is optionally substituted
with one or more groups selected from methylenedioxy,
Z—R>*, RY, R*#*_ and (C,-C,)alkyl that is substituted with
one or more R¥; and which ring is also optionally substituted
with a group RY, at a position ortho to the position where R>2
connects with the remainder of formula I;

R%and R’ taken together can be methylenedioxy or each R®
and R is independently selected from H, Z—R>*, R, and
(C,-Cy)alkyl that is substituted with one or more RY;

R?® is hydrogen, (C,-C,)alkyl, aryl, or aryl(C,-Cy)alkyl
wherein each (C,-Cy)alkyl of R® is optionally substituted
with one or more groups independently selected from halo,
hydroxy, cyano, nitro, (C,-Cgalkoxy, (C;-Cg)cycloalkyl,
oxo, carboxy, aryloxy, sulfo, and —NR*2R*”, and wherein
each aryl of R® is optionally substituted with one or more
groups independently selected from (C,-Cyalkyl, halo,
hydroxy, cyano, nitro, (C,-Cyalkoxy, (C,;-Cg)eycloalkyl,
carboxy, aryloxy, nitro, R>*, and —NR*#R>*;

each Z is independently selected from —O—, —S— and
—NR¥)—

at least one of R, R*, R®, and RY is selected from hydroxy,
carboxy, cyano, CF;SO;—, (C,-Cyalkyl, (C,-C)alkenyl,
(C,-Cyalkynyl, (C,-Cy)alkoxy, (C5-Cy)eycloalkyl, aryl(C, -
Cealkyl, aryl, heteroaryl, heteroaryl(C,-Cy)alkyl, aryl(C,-
Cy)alkanoyl, and heteroaryl(C,-Cy)alkanoyl; and the remain-
der of R?, R* R®, and R are independently selected from H,
hydroxy, carboxy, cyano, CF,SO,—, (C,-Cy)alkyl, (C,-Cy)
alkenyl, (C,-Cyalkynyl, (C,-Cy)alkoxy, (C5-Cg)cycloalkyl,
aryl(C,-Cyalkyl, aryl, heteroaryl, heteroaryl(C,-Cy)alkyl,
aryl(C,-Cg)alkanoyl, and  heteroaryl(C,-Cy)alkanoyl;
wherein each (C,-Cy)alkyl, (C,-Cy)alkenyl, (C,-Cy)alkynyl,
(C,-Cyalkoxy, (C5-Cg)cycloalkyl, and (C,-Cy)alkanoyl of
R?, R* R®, and R is optionally substituted with one or more
groups independently selected from halo, hydroxy, cyano,
nitro, (C,-Cy)alkoxy, (C5-Cg4)cycloalkyl, oxo, carboxy, ary-
loxy, sulfo, —S(O),NR>#R> ~ —N(RY)S(0),R*,
—N*(R*%),D”, —C(=NR**)NR>*R*?, or —NR>*—C
(=NR>**)—NR>*R>? and —NR>$R>"; and wherein each aryl
and heteroaryl of R*, R*, R, and R® is optionally substituted
with one or more groups independently selected from (C,-
Cyalkyl, halo, hydroxy, cyano, nitro, (C,-Cy)alkoxy, (C5-Cy)
cycloalkyl, carboxy, aryloxy, nitro, sulfo, —S(O),NR*$R>",
—NR¥)S(O),R**, R>*, —N*(R>**),D", —C(=NR>*)—
NR>R>?, or —NR**—C(=NR>”)—NR>*R>?, —NR*2R>",
and (C,-Cy)alkyl substituted with one or more groups inde-
pendently selected from —N*(R>¥),D~, —C(=NR>**)—
NR*R*?,  or —NR**—C(=NR>*)NR*R*?  and
7NR5gR5h;

each R“ is independently selected from H, (C,-Cg)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)cycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R*” is independently selected from H, (C,-C)alkyl,
(C5-Cy)eyeloalkyl, (C5-Cy)eycloalkyl(C, -Cylalkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;
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each R>“ and R>? is independently selected from H, (C,-
Cyalkyl, (C;-Cy)eycloalkyl, (C;-Cy)cycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
C,) alkyl; or R>¢ and R/ together with the nitrogen to which
they are attached form a aziridino, azetidino, morpholino,
piperazino, pyrrolidino or piperidino; wherein any (C,-Cy)
alkyl, (C;-Cy)cycloalkyl, (C;-Cg)cycloalkyl(C,-Cy)alkyl,
aryl, heteroaryl, aryl(C,-Cy) alkyl or heteroaryl(C, -Cy)alkyl
of R*¢ and R>? is optionally substituted with one or more
groups independently selected from hydroxy, carboxy, and
NR>"R>";

each R>¢ is independently selected from H, (C,-Cg)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)eycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-C)alkyl;

each RY is independently selected from —N*(R>*),D~,
4c(:NR5b)7NRSCR5d, 7NR59 4c(:NR5b)7NRSCR5d,
fNRS e (:NRS cb)RS ce, 7NR5 e (:0)7
NRSccRS cd, and 7NR5gR5h;

each R*¢ and R>” is independently selected from H, (C,-
Cgalkyl, (C;-Cg)eycloalkyl, (C;-Cy)eycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-
C,) alkyl; or R3¢ and R>* together with the nitrogen to which
they are attached form a aziridino, azetidino, morpholino,
piperazino, pyrrolidino or piperidino; wherein any (C,-Cy)
alkyl, (C;-Cy)eycloalkyl, (C;-Cg)eycloalkyl(C,-Cy)alkyl,
aryl, heteroaryl, aryl(C,-Cy) alkyl or heteroaryl(C, -Cy)alkyl
of R*¢ and R** is optionally substituted with one or more
groups independently selected from hydroxy, carboxy, and
NR>"R>";

each RY is independently selected from H, (C,-C)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)eycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R>is independently selected from (C,-C,)alkyl, (Cs-
Cy)eycloalkyl, (C;-Cy)eycloalkyl(C,-Cylalkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R*” and R>” is independently selected from H, (C,-
Cgalkyl, (C;-Cg)eycloalkyl, (C;-Cy)eycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
C,) alkyl; or R*™ and R*” together with the nitrogen to which
they are attached form a aziridino, azetidino, morpholino,
piperazino, pyrrolidino or piperidino;

each R> is independently trifluoromethyl, trifluo-
romethoxy, aryl, or heteroaryl, wherein each aryl and het-
eroaryl is optionally substituted with one or more (C,-Cy)
alkyl, halo, hydroxy, cyano, nitro, (C,-Cy)alkoxy, (C5-Cg)
cycloalkyl, carboxy, aryloxy, nitro, sulfo, —S(O),NR*$R>",
—N(RY)S(0),R**, trifluoromethyl, trifluoromethoxy, —N*
(R>%),D", —C(=NR**)—NR>*R*, —NR**—C
(=NR>*)—NR>*R>? and —NR>R>*;

each R°* and R®" is independently selected from H and
(C,-Colalkyl;

each R>* is independently selected from (C,-C)alkyl, (C, -
Cy)alkanoyl, and —C(=O)NR>*R>";

each R* is independently selected from H and (C,-C,)
alkyl;

each D~ is independently a counter anion;

each R>? is independently selected from H, (C,-Cg)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)eycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R*““ and R>*? is independently selected from H, (C,-
Cyalkyl, (C;-Cy)eycloalkyl, (C;-Cy)cycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
C,) alkyl; or R*““ and R>*“ together with the nitrogen to which
they are attached form a aziridino, azetidino, morpholino,
piperazino, pyrrolidino or piperidino; wherein any (C,-Cy)
alkyl, (C;-Cy)eycloalkyl, (C;-Cg)eycloalkyl(C,-Cy)alkyl,
aryl, heteroaryl, aryl(C,-Cy) alkyl or heteroaryl(C, -Cy)alkyl



US 9,102,617 B2

7

of R> and R**? is optionally substituted with one or more
groups independently selected from hydroxy, carboxy, and
NRScmRSCn;

each R>* is independently selected from H, (C,-C)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)cycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R**" and R is independently selected from H, (C,-
Cyalkyl, (C;-Cy)eycloalkyl, (C;-Cy)cycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
C,) alkyl; or R°“" and R** together with the nitrogen to
which they are attached form a aziridino, azetidino, mor-
pholino, piperazino, pyrrolidino or piperidino;

each R># is carboxy or (C,-C)alkoxycarbonyl; and

the bond represented by ---- is present;

¢) wherein:
X is *NR*)R*)B;
Y is C(R®);
R?is:
Ais N or C—R%;

any adjacent R®, R”, R®, R* and R* taken together can
optionally be methylenedioxy and each remaining R, R7, R®,
R* and R”'is independently selected from H, fluoro, R**%, and
Z—R®,

each Z is independently selected from —O—, —S— and
—NR¥)—

at least one of R*, R®, R*, R*, and R is selected from
hydroxy, carboxy, cyano, CF;SO;—, (C,-Cg)alkyl, (C,-Cy)
alkenyl, (C,-Cy)alkynyl, (C,-Cy)alkoxy, cycloalkyl, aryl(C, -
Cyalkyl, aryl, heteroaryl, heteroaryl(C,-Cy)alkyl, arylal-
kanoyl, and heteroarylalkanoyl; and the remainder of R*, R>,
R%, R¥, and R are independently selected from hydrogen,
halo, hydroxy, carboxy, cyano, CF;SO;—, (C,-Cy)alkyl,
(C,-Cyalkenyl, (C,-Cylalkynyl, (C,-Cy)alkoxy, cycloalkyl,
aryl(C,-Cyalkyl, aryl, heteroaryl, heteroaryl(C,-Cy)alkyl,
aryl(C,-Cg)alkanoyl, and heteroaryl(C,-Cy)alkanoyl; or R®
and R® taken together are —(CR',),— or
—CR"—=CR'"—; wherein each (C,-Cy)alkyl, (C,-Csalk-
enyl, (C,-Cy)alkynyl, (C,-Cy)alkoxy, cycloalkyl, and (C,-Cy)
alkanoyl of R*, R>, R*, R* and R? is optionally substituted
with one or more groups independently selected from halo,
hydroxy, cyano, nitro, (C,-Cy)alkoxy, cycloalkyl, oxo, car-
boxy, aryloxy, sulfo, —S(0),NR®™R* —N(RY)S(0),R*,
and —NR®*R®'; and wherein each aryl, and heteroaryl of R*,
R’,R*,R* and RY is optionally substituted with one or more
groups independently selected from (C,-Cy)alkyl, halo,
hydroxy, cyano, nitro, (C,-Cg)alkoxy, cycloalkyl, carboxy,
aryloxy, nitro, sulfo, R®<“ —S§(0),NR®™R* _NRY)
S(0),R®, and —NR®*R";

the bond represented by ---- is present and R®? is absent
except as defined below when R®' and R®“ taken together with
the atoms to which they are attached form a 5- or 6-membered
heterocyclic ring or a 5- or 6-membered heteroaryl ring;

R3! is absent and B~ is absent; or R® is H or (C,-Cy)alkyl
and B~ is counterion;

or R® and R®“ taken together with the atoms to which they
are attached form a 5- or 6-membered heterocyclic ring or a 5-
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8

or 6-membered heteroaryl ring, wherein a) when the bond
represented by ---- is present in the 5- or 6-membered hetero-
cyclic ring or the 5- or 6-membered heteroaryl ring, R®? is
absent and B~ is a counterion, b) when the bond represented
by ---- is absent in the 5- or 6-membered heterocyclic ring or
the 5- or 6-membered heteroaryl ring, R¥ is (C,-C)alkyl and
B~ is a counterion, or ¢) when the bond represented by ---- is
absent in the 5- or 6-membered heterocyclic ring or the 5- or
6-membered heteroaryl ring, R®* is absent and B~ is absent;

R® is H, (C,-Cyalkyl, (C,-Cy)alkoxy, (C,-Cgalkylthio,
aryloxy, arylthio, —NR®?R®®, R5¢ or cyano; or R® and R®?
taken together are —(CR'?,),— or —CR'"*=CR™*—;

each R'? is independently H, (C, -C)alkyl, (C,-Cy)alkoxy,
(C,-Cy)alkylthio, aryloxy or arylthio wherein any (C,-Cy)
alkyl, (C,-Cg)alkoxy, and (C,-C,)alkylthio of R'? is option-
ally substituted with one or more groups selected from halo,
cyano, oxo (—0), (C,-Cy)alkyl, (C,;-Cy)eycloalkyl, carboxy,
NO,, hydroxy, (C,-Cy)alkoxy, (C,-Cg)alkoxycarbonyl, (C,-
Cy)alkanoyloxy, aryl, heteroaryl, aryloxy, heteroaryloxy, and
—NR®R¥, and wherein any aryloxy, or arylthio of R'? is
optionally substituted with one or more groups selected from
halo, cyano, (C,-Cy)alkyl, (C;-Cy)cycloalkyl, carboxy, NO,,
hydroxy, (C,-Cg)alkoxy, (C,-Cy)alkoxycarbonyl, (C,-Cy)al-
kanoyloxy, aryl, heteroaryl, aryloxy, heteroaryloxy, and
iNRSQRSJ”;

each R'*is independently H, (C, -C)alkyl, (C,-Cy)alkoxy,
(C,-Cy)alkylthio, aryloxy or arylthio wherein any (C,-Cy)
alkyl, (C,-Cg)alkoxy, and (C,-C,)alkylthio of R'* is option-
ally substituted with one or more groups selected from halo,
cyano, oxo (—0), (C,-Cy)alkyl, (C5-Cy)eycloalkyl, carboxy,
NO,, hydroxy, (C,-Cy)alkoxy, (C,-Cg)alkoxycarbonyl, (C,-
Cy)alkanoyloxy, aryl, heteroaryl, aryloxy, heteroaryloxy, and
—NR®*RY, and wherein any aryloxy, or arylthio of R** is
optionally substituted with one or more groups selected from
halo, cyano, (C,-Cy)alkyl, (C5-Cg)cycloalkyl, carboxy, NO,,
hydroxy, (C,-Cg)alkoxy, (C,-Cy)alkoxycarbonyl, (C,-Cy)al-
kanoyloxy, aryl, heteroaryl, aryloxy, heteroaryloxy, and
iNRSZRSJ”;

R34 is hydrogen, (C,-C)alkyl, aryl, aryl(C,-Cy)alkyl, het-
eroaryl, or heteroaryl(C,-C,)alkyl; wherein each (C,-Cg)
alkyl of R®* is optionally substituted with one or more groups
selected from halo, hydroxy, cyano, nitro, (C,-Cg)alkoxy,
cycloalkyl, oxo, carboxy, —NR®R®* and aryloxy, and
wherein each aryl and heteroaryl of R® is optionally substi-
tuted with one or more groups selected from (C,-Cy)alkyl,
halo, hydroxy, cyano, nitro, (C,-Cy)alkoxy, cycloalkyl, car-
boxy, —NR*R™ and aryloxy;

R®” is hydrogen, (C,-C,)alkyl, aryl, aryl(C,-C,)alkyl, het-
eroaryl, heteroaryl(C,-Cy)alkyl, —C(=0)—R>®",
—C(=0)—O0R¥, —C(=0)—SR¥, —C(=0)—NR¥*RY,
—C(=S)—R*", —C(=S)—OR*, —C(=S)—SR¥,
—C(=S)—NR*R*¥, or —C(=NR®*)—R?*’; wherein each
(C,-Cyalkyl of R* is optionally substituted with one or more
groups independently selected from halo, hydroxy, cyano,
nitro, (C,-C)alkoxy, cycloalkyl, oxo, carboxy, and aryloxy;
and wherein each aryl, and heteroaryl of R* is optionally
substituted with one or more groups independently selected
from (C,-Cyalkyl, halo, hydroxy, cyano, nitro, (C,-Cg)
alkoxy, cycloalkyl, carboxy, and aryloxy; or R®** and R®
taken together with the nitrogen to which they are attached
form aziridino, azetidino, morpholino, piperazino, pyrroli-
dino, pyrrole, indole, or piperidino, which aziridino, azeti-
dino, morpholino, piperazino, pyrrolidino pyrrole, indole, or
piperidino can optionally be substituted with one or more
(C,-Co)alkyl;

R®° is hydrogen, (C,-Cy)alkyl, aryl, or heteroaryl;
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R®¥ is hydrogen, (C,-Cyalkyl, (C C6)alk0xy, (C,-Cy)
alkylthio, (C,-C)alkanoyl, or —NR*RY;

R3¢ and Rsf are each independently selected from H, (C,-
Celalkyl, cycloalkyl, cycloalkyl(C,-Cyalkyl, aryl, het-
eroaryl, aryl(C,-Cy)alkyl and heteroaryl(C,-Cg)alkyl; or R®
and RY together with the nitrogen to which they are attached
form a aziridino, azetidino, morpholino, piperazino, pyrroli-
dino or piperidino;

each R® and R* is independently selected from H, (C,-
Celalkyl, cycloalkyl, cycloalkyl(C,-Cylalkyl, aryl, het-
eroaryl, aryl(C,-Cy)alkyl and heteroaryl(C,-Cy)alkyl; or R®
and R” together with the nitrogen to which they are attached
form a aziridino, azetidino, morpholino, piperazino, pyrroli-
dino or piperidino;

each RY is independently selected from H, (C,-Cg)alkyl,
cycloalkyl, cycloalkyl(C,-Cy)alkyl, aryl, heteroaryl, aryl(C, -
Cy)alkyl and heteroaryl(C,-Cy)alkyl;

each R™ is independently selected from (C,-Cgalkyl,
cycloalkyl, cycloalkyl(C,-Cy)alkyl, aryl, heteroaryl, aryl(C, -
Cy)alkyl and heteroaryl(C,-Cy)alkyl;

each R®" is independently selected from H, (C,-C)alkyl,
cycloalkyl, cycloalkyl(C,-Cy)alkyl, aryl, heteroaryl, aryl(C, -
Cyalkyl and heteroaryl(C,-Cy)alkyl;

each R*" is independently selected from H, (C,-Cg)alkyl,
cycloalkyl, cycloalkyl(C,-Cy)alkyl, aryl, heteroaryl, aryl(C, -
Cy)alkyl and heteroaryl(C, -Cy)alkyl, wherein each aryl, and
heteroaryl is optionally substituted with one or more groups
independently selected from (C,-Cy)alkyl, halo, hydroxy,
cyano, nitro, (C,-Cy)alkoxy, cycloalkyl, carboxy, aryloxy,
nitro, sulfo, —S(0),NR*R*  _NR¥)S(0),R*, and
7NR8gR8h;

each R* is independently selected from H, (C,-Cg)alkyl,
cycloalkyl, cycloalkyl(C,-Cy)alkyl, aryl, heteroaryl, aryl(C, -
Cy)alkyl and heteroaryl(C, -Cy)alkyl, wherein each aryl, and
heteroaryl is optionally substituted with one or more groups
independently selected from (C,-Cy)alkyl, halo, hydroxy,
cyano, nitro, (C,-Cy)alkoxy, cycloalkyl, carboxy, aryloxy,
nitro, sulfo, —S(0),NR*R* —N(R¥)S(0),R*, and
7NR8gR8h;

each R®? is independently selected from H, (C,-C)alkyl,
cycloalkyl, cycloalkyl(C,-Cy)alkyl, aryl, heteroaryl, aryl(C, -
Cy)alkyl and heteroaryl(C,-C,)alkyl; and each R® is inde-
pendently selected from H, (C,-Cylalkyl, cycloalkyl,
cycloalkyl(C,-Cy)alkyl, aryl, heteroaryl, aryl(C,-Cg)alkyl
and heteroaryl(C,-Cy)alkyl; or R*? and R®" together with the
nitrogen to which they are attached form a aziridino, azeti-
dino, morpholino, piperazino, pyrrolidino or piperidino;

each R®* and R®” is independently selected from H and
(Cy-Cealkyl;

each R** is independently selected from (C,-Cy)alkyl, (C,-
Cy)alkanoyl, and —C(—O)NR“R";

each R® is independently selected from H and (C,-Cy)
alkyl;

each R®** is independently selected from aryl and het-
eroaryl, which aryl and heteroaryl is optionally substituted
with one or more groups independently selected from (C,-
Cglalkyl, halo, hydroxy, cyano, nitro, (C,-Cy)alkoxy,
cycloalkyl, carboxy, aryloxy, nitro, sulfo, —S(O),NR®*R™
—N@RHS(0),R¥, and —NR®R™;

each R’ is independently selected from aryl and het-
eroaryl, which aryl and heteroaryl is optionally substituted
with one or more groups independently selected from (C,-
Cylalkyl, halo, hydroxy, cyano, nitro, (C,-Cy)alkoxy,
cycloalkyl, carboxy, aryloxy, nitro, sulfo, —S(O),NR®*R™,
—NR¥)S(0),R*, and —NR*R*,;

R®¢is (C,-Cy)alkyl which is substituted with one or more
7N+(R8ha)3B—, 4C(:NR8hb)7NR8th8hd, 7NR81194C
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1
(:NRShb)iNRShCRShd, fNORSkefC(:NRSkb)RSke,
7NR8k97C (:O)iNRSchSkd :

each R*“ is independently selected from H, (C,-C¢)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)eycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R*? is independently selected from H, (C,-C¢)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)cycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R*¥< and R*is independently selected from H, (C,-
Cgalkyl, (C;-Cg)eycloalkyl, (C;-Cy)eycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
C,)alkyl; or R¥* and R®“together with the nitrogen to which
they are attached form a aziridino, azetidino, morpholino,
piperazino, pyrrolidino or piperidino; wherein any (C,-Cy)
alkyl, (C;-Cy)eycloalkyl, (C;-Cg)eycloalkyl(C,-Cy)alkyl,
aryl, heteroaryl, aryl(C,-Cy) alkyl or heteroaryl(C, -C)alkyl
of R*® and R*¥ is optionally substituted with one or more
groups independently selected from hydroxy, carboxy, and
NR""R"";

each R** is independently selected from H, (C,-Cg)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)cycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R*"™ and R*" is independently selected from H, (C, -
Cgalkyl, (C;-Cg)eycloalkyl, (C;-Cy)eycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
C,) alkyl; or R¥™ and R¥” together with the nitrogen to
which they are attached form a aziridino, azetidino, mor-
pholino, piperazino, pyrrolidino or piperidino;

each R*? is independently selected from H, (C,-Cg)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)cycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R®* and R* is independently selected from H, (C,-
Cyalkyl, (C;-Cy)eycloalkyl, (C;-Cy)cycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
C,) alkyl; or R¥< and R* together with the nitrogen to which
they are attached form a aziridino, azetidino, morpholino,
piperazino, pyrrolidino or piperidino; wherein any (C,-Cy)
alkyl, (C;-Cy)eycloalkyl, (C;-Cg)eycloalkyl(C,-Cy)alkyl,
aryl, heteroaryl, aryl(C,-Cy) alkyl or heteroaryl(C, -Cy)alkyl
of R®¢ and R® is optionally substituted with one or more
groups independently selected from hydroxy, carboxy, and
NRSkaSkn;

each R™* is independently selected from H, (C,-C¢)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)eycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl; and

each R*™ and R*" is independently selected from H, (C,-
Cyalkyl, (C;-Cy)eycloalkyl, (C;-Cy)cycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
Cy) alkyl; or R¥™ and R*" together with the nitrogen to
which they are attached form a aziridino, azetidino, mor-
pholino, piperazino, pyrrolidino or piperidino; and

each B~ is a counterion;

or a salt or prodrug thereof.

The invention also provides a composition comprising a
compound of formula I, or a pharmaceutically acceptable salt
or prodrug thereof, and a pharmaceutically acceptable
vehicle.

The invention also provides a method for treating a bacte-
rial infection in a mammal comprising administering to the
mammal an effective amount of a compound of formula I, or
a pharmaceutically acceptable salt or prodrug thereof.

The invention also provides a compound of formula I, ora
pharmaceutically acceptable salt or prodrug thereof for the
prophylactic or therapeutic treatment of a bacterial infection.

The invention also provides a compound of formula I, ora
pharmaceutically acceptable salt or prodrug thereof for use in
medical treatment.

or
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The invention also provides the use of a compound of
formula I, or a pharmaceutically acceptable salt or prodrug
thereof for the preparation of a medicament for treating a
bacterial infection in a mammal.

The invention also provides processes and intermediates
disclosed herein that are useful for preparing compounds of
formula I or salts or prodrugs thereof.

DETAILED DESCRIPTION

The following definitions are used, unless otherwise
described: halo is fluoro, chloro, bromo, or iodo. Alkyl, alk-
enyl, alkynyl and alkoxy, etc. denote both straight and
branched groups but reference to an individual radical such as
propyl embraces only the straight chain radical (a branched
chain isomer such as isopropyl being specifically referred to).
In one embodiment alkyl is a (C,-Cy)alkyl, alkenyl is a (C,-
Cyalkenyl, alkynyl is a (C,-Cy)alkynyl and alkoxy is a (C, -
Cy)alkoxy. Aryl denotes a phenyl radical or an ortho-fused
bicyclic carbocyclic radical having about nine to ten ring
atoms in which at least one ring is aromatic. Heteroaryl
encompasses a radical ofa monocyclic aromatic ring contain-
ing five or six ring atoms consisting of carbon and one to four
heteroatoms each selected from the group consisting of non-
peroxide oxygen, sulfur, and N(Q) wherein Q is absent or is
H, O, (C,-C,)alkyl, phenyl or benzyl; as well as aradical of an
ortho-fused bicyclic heterocycle of about eight to ten ring
atoms comprising one to four heteroatoms each selected from
the group consisting of non-peroxide oxygen, sulfur, and
NQ).

As used herein “cycloalkyl” refers to a saturated or par-
tially unsaturated cyclic hydrocarbon ring system. In one
embodiment “cycloalkyl” includes (C;-Cg)cycloalkyl which
can be cyclopropyl, cyclobutyl, cyclopentyl, or cyclohexyl.

It will be appreciated by those skilled in the art that com-
pounds ofthe invention having a chiral center may exist inand
be isolated in optically active and racemic forms. Some com-
pounds may exhibit polymorphism. It is to be understood that
the present invention encompasses any racemic, optically-
active, stereoisomeric, or polymorphic form, or mixtures
thereof, of a compound of the invention, which possess the
useful properties described herein, it being well known in the
art how to prepare optically active forms (for example, by
resolution of the racemic form by recrystallization tech-
niques, by synthesis from optically-active starting materials,
by chiral synthesis, or by chromatographic separation using a
chiral stationary phase).

It will also be appreciated by those skilled in the art that
certain compounds of the invention can exist in more than one
tautomeric form. For example, a substituent of formula
—NH—C(—NH)—NH, in a compound of formula (I) could
exist in tautomeric form as —N—C(NH,)—NH,, or a sub-
stituent of formula —NH—C(—NH)—CHj; in a compound
of formula (I) could exist in tautomeric form as —N—C
(NH,)—CHy,;. The present invention encompasses all tauto-
meric forms of a compound of formula I as well as mixtures
thereofthat can exist in equilibrium with non-charged entities
depending upon pH, which possess the useful properties
described herein.

Specific values listed below for radicals, substituents, and
ranges, are for illustration only; they do not exclude other
defined values or other values within defined ranges for the
radicals and substituents.

Specifically, (C,-Cy)alkyl can be methyl, ethyl, propyl,
isopropyl, butyl, iso-butyl, sec-butyl, pentyl, 3-pentyl, or
hexyl; (C5-Cg)cycloalkyl can be cyclopropyl, cyclobutyl,
cyclopentyl, or cyclohexyl; (C,-Cg)alkoxy can be methoxy,
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ethoxy, propoxy, isopropoxy, butoxy, iso-butoxy, sec-butoxy,
pentoxy, 3-pentoxy, or hexyloxy; (C,-Cy)alkanoyl can be
formyl, acetyl, propanoyl, butanoyl, pentanoyl, or hexanoyl;
(C,-Cy)alkoxycarbonyl can be methoxycarbonyl, ethoxycar-
bonyl, propoxycarbonyl, isopropoxycarbonyl, butoxycarbo-
nyl, pentoxycarbonyl, or hexyloxycarbonyl; aryl can be phe-
nyl, indenyl, or naphthoyl; and heteroaryl can be furyl,
imidazolyl, triazolyl, triazinyl, oxazoyl, isoxazoyl, thiazolyl,
isothiazoyl, pyrazolyl, pyrrolyl, pyrazinyl, tetrazolyl,
pyridyl, (orits N-oxide), thienyl, pyrimidinyl (or its N-oxide),
indolyl, benzimidazole, isoquinolyl (or its N-oxide) or
quinolyl (or its N-oxide).

As used herein the term “aryl(C,-Cy)alkyl” refers to a
(C,-Cy)alkyl radical in which one or more of the hydrogen
atoms of the (C,-Cy)alkyl radical is replaced with an aryl
radical. As used herein the term “heteroaryl(C,-Cy) alkyl”
refers to a (C,-Cy)alkyl radical in which one or more of the
hydrogen atoms of the (C, -Cy)alkyl radical is replaced with a
heteroaryl radical.

As used herein, “an aryl(C,-Cy)alkanoyl group” refers to a
group of the formula aryl-(C,-Cy)alkanoyl-, where aryl and
(C,-Cy)alkanoyl are defined herein. Such aryl(C,-Cy)al-
kanoyl groups may include, but are not limited to, benzoyl,
4-phenylbenzoyl, and naphthoyl, and the like. As used herein,
“a heteroaryl(C, -C)alkanoyl group” refers to a group of the
formula heteroaryl-(C,-Cy)alkanoyl-, where heteroaryl and
(C,-Cy)alkanoyl are defined herein.

As used herein, “an aryloxy group” refers to a group of the
formula aryl-O—, where aryl is as defined herein. Such ary-
loxy groups may include, but are not limited to, phenoxy,
4-phenylphenoxy, and naphthyloxy, and the like. As used
herein, “an arylthio group” refers to a group of the formula
aryl-S—, where aryl is as defined herein. Such arylthio
groups may include, but are not limited to, phenylthio, 4-phe-
nylphenylthio, and naphthylthio, and the like. As used herein,
“a heteroaryloxy group” refers to a group of the formula
heteroaryl-O—, where hetereoaryl is as defined herein.

A specific compound of the invention is a compound of
formula (I) wherein R3>-R®, X, and Y have the values defined
in a), b), and ¢) below:

a) X is N; Y is C(R?); and R? is R®; or

X is N; Y is C(R'®); and R? is R%; or

X is C(RY); Y is N; and R® is R° or

X is C(R*%);Y is C(R'"); and R? is R®; or

X is C(RY); Y is C(R'?); and R? is R®; or

X is C(R??); Y is C(R*!); and R? is R®; or

X is N*—R'3(Z7); Y is C(R*®); and R? is R%; or

X is C(R'©);Y is N*—R*(Z"); and R* is R<;

R'is R¥or (C,-Cy)alkyl that is substituted with one or more
RY;

R?is R or (C,-Cy)alkyl that is substituted with one or more
R

atleastone of R*, R°’R® and R” is aryl or heteroaryl wherein
each aryl or heteroaryl is optionally substituted with one or
more (e.g. 1,2, 3, or 4) R% and the remainder of R*R*R® and
R” are each independently H, halo, cyano, nitro, hydroxy,
carboxy, trifluoromethyl, trifluoromethoxy, (C,-Cyalkyl,
(C5-Cy)eycloalkyl, (C,-Cy)alkoxy, (C,-Cg)alkoxycarbonyl,
(C,-Cy)alkanoyloxy, aryl, heteroaryl, aryloxy, heteroaryloxy,
(C,-Cylalkylthio, —S(O)R?, —S(0),R?, —S(O);R?,
—S(0O),NR2R”, and —NR#R"; wherein any alkyl and any
alkyl or alkanoy] portion of any aryl(C,-Cy)alkyl, heteroaryl
(C,-Cyalkyl, aryl(C,-Cy)alkanoyl or heteroaryl(C,-Cy)al-
kanoyl is optionally substituted with one or more (e.g. 1, 2, 3,
or 4) R% and wherein any aryl, heteroaryl, or any aryl or
heteroaryl portion of any aryl(C,-Cy)alkyl, heteroaryl(C,-
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Cyalkyl, aryl(C,-Cy)alkanoyl or heteroaryl(C,-Cy)alkanoyl
of R*, R*,R°and R” is optionally substituted with one or more
(e.g. 1,2,3, 0r 4) R,

R?® is H, halo, cyano, nitro, hydroxy, carboxy, trifluorom-
ethyl, trifluioromethoxy, (C,-Cyalkyl, (C;-Cg)cycloalkyl,
(C,-Cyalkoxy, (C,-Cyalkoxycarbonyl, (C,-Cg)alkanoy-
loxy, aryl, heteroaryl, aryloxy, heteroaryloxy, (C,-Cy)alky-
Ithio, —S(O)R?, —S(0),R?, —S(0),;R?, —S(0),NR4R”,
and —NR#R”; wherein any alkyl of R® is optionally substi-
tuted with one or more (e.g. 1, 2,3, or 4) R“; and wherein any
aryl, or heteroaryl of R® is optionally substituted with one or
more (e.g. 1,2, 3, or 4) R?;

each R'°is H, halo, cyano, nitro, hydroxy, carboxy, trifluo-
romethyl, trifluioromethoxy, (C,-Cyalkyl, (C;-Cy)cy-
cloalkyl, (C,-Cy)alkoxy, (C,-Cg)alkoxycarbonyl, (C,-Cy)al-
kanoyloxy, aryl, heteroaryl, aryloxy, heteroaryloxy, and
—NR#R”; wherein any alkyl of R*° is optionally substituted
with one or more (e.g. 1,2, 3, or 4) R?; and wherein any aryl,
heteroaryl, or any aryl or heteroaryl portion of any aryl(C,-
Cyalkyl, heteroaryl(C,-Cy)alkyl, aryloxy, or heteroaryloxy
of R'° is optionally substituted with one or more (e.g. 1, 2, 3,

or 4) R?;
each R'! is H, halo, cyano, nitro, hydroxy, carboxy, trifluo-
romethyl, trifluoromethoxy, (C,-Cgalkyl, (C;-Cy)cy-

cloalkyl, (C,-Cy)alkoxy, (C,-Cg)alkoxycarbonyl, (C,-Cy)al-
kanoyloxy, aryl, heteroaryl, aryloxy, heteroaryloxy, and
—NR#R”; wherein any alkyl and any alkyl or alkanoyl por-
tion of any aryl(C,-Cy)alkyl, heteroaryl(C,-Cy)alkyl, aryl
(C,-Cg)alkanoyl or heteroaryl(C,-Cg)alkanoyl of R'! is
optionally substituted with one or more (e.g. 1, 2, 3, or 4) R%;
and wherein any aryl, heteroaryl, or any aryl or heteroaryl
portion of any aryl(C,-Cy)alkyl, heteroaryl(C,-Cy)alkyl, aryl
(C,-Cyalkanoyl or heteroaryl(C,-Cg)alkanoyl of R'! is
optionally substituted with one or more (e.g. 1, 2, 3, or 4) R;

each R'? is H, halo, cyano, nitro, hydroxy, carboxy, trifluo-
romethyl, trifluoromethoxy, (C,-Cgalkyl, (C;-Cy)cy-
cloalkyl, (C,-Cy)alkoxy, (C,-Cg)alkoxycarbonyl, (C,-Cy)al-
kanoyloxy, aryloxy, heteroaryloxy, and —NR#R”; wherein
any alkyl and any alkyl or alkanoyl portion of any aryl(C, -
Cyalkyl, heteroaryl(C,-Cyalkyl, aryl(C,-Cy)alkanoyl or
heteroaryl(C,-C,)alkanoyl of R'? is optionally substituted
with one or more (e.g. 1,2, 3, or 4) R% and wherein any aryl,
heteroaryl, or any aryl or heteroaryl portion of any aryl(C,-
Cylalkyl, heteroaryl(C,-Cylalkyl, aryl(C,-Cyalkanoyl or
heteroaryl(C,-C¢)alkanoyl of R'? is optionally substituted
with one or more (e.g. 1, 2, 3, or 4) R;

each R*? is (C,-Cy)alkyl, aryl, or aryl(C,-Cy)alkyl;

each R'*is (C,-Cy)alkyl, aryl, or aryl(C,-Cy)alkyl;

R'? is R* or (C,-Cy)alkyl that is substituted with one or
more R*;

RS is R or (C,-Cy)alkyl that is substituted with one or
more R”;

each R*® is H or (C,-Cy)alkyl,

each R*' is —C(=NR")—NR"R", —NR"—C
(=NR"")—NR*R* _NR*—C(=NR*)R*, or (C,-Cy)
alkyl which is substituted with one or more groups selected
from —C(=NR"")NR*R", _NR"_C(=NR"")—
NR”“R"“, and —NR**—C(=NR**)R*,

each R® is independently selected from halo, cyano, nitro,
hydroxy, carboxy, oxo, (C,-Cy)alkyl, (C5-Cy)ecycloalkyl, (C, -
Cylalkoxy, (C,-Cylalkoxycarbonyl, (C,-Cy)alkanoyloxy,
aryl, heteroaryl, aryloxy, heteroaryloxy, (C,-Cy)alkylthio,
—S(O)R?, —S(0),R?, —S(0),R?, —S(0),NR2R”, and
—NR#R”; wherein each aryl, heteroaryl, aryloxy, and het-
eroaryloxy is optionally substituted with one or more (e.g. 1,
2, 3, or 4) groups independently selected from halo, cyano,
nitro, hydroxy, carboxy, trifluoromethyl, trifftuoromethoxy,
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(C,-Cyalkyl, (C;-Cy)eycloalkyl, (C,-Cgalkoxy, (C,-Cy)
alkoxycarbonyl, (C,-Cy)alkanoyloxy, (C,-Cy)alkylthio,
—S(O)R?, —S(0),R?, —S(0);R?, —S8(0),NRR”, and
—NR&R”;

each R is independently selected from halo, cyano, nitro,
hydroxy, carboxy, trifluoromethyl, trifluoromethoxy, (C,-Cy)
alkyl, (C5-Cy)eycloalkyl, (C,-Cy)alkoxy, (C,-Cy)alkoxycar-
bonyl, (C,-Cy)alkanoyloxy, aryl, heteroaryl, aryloxy, het-
eroaryloxy, (C,-Cylalkylthio, —S(O)R?, —S(O),R?,
—S(0);R?, —S(0),NR2R”, and —NR#R”; wherein each
aryl, heteroaryl, aryloxy, and heteroaryloxy is optionally sub-
stituted with one or more (e.g. 1, 2, 3, or 4) groups indepen-
dently selected from halo, cyano, nitro, hydroxy, carboxy,
trifluoromethyl, trifluioromethoxy, (C,-Cy)alkyl, (C5-Cy)cy-
cloalkyl, (C,-Cy)alkoxy, (C,-Cg)alkoxycarbonyl, (C,-Cy)al-
kanoyloxy, (C;-Cyalkylthio, —S(O)R?, —S(O),R?,
—S(0);R?, —S(0),NR2R”, and —NR#R”*;

each R“ is H, halo, cyano, nitro, hydroxy, carboxy, trifluo-
romethyl, trifluoromethoxy, (C,-Cgalkyl, (C;-Cy)cy-
cloalkyl, (C,-Cy)alkoxy, (C,-Cg)alkoxycarbonyl, (C,-Cy)al-
kanoyloxy, aryl other than phenyl, heteroaryl other than
pyrid-4-yl, aryloxy, heteroaryloxy, and —NR2R”; wherein
any alkyl and any alkyl or alkanoyl portion of any aryl(C,-
Cgalkyl, heteroaryl(C,-Cylalkyl, aryl(C,-Cyalkanoyl or
heteroaryl(C,-Cy)alkanoyl of R is optionally substituted
with one or more (e.g. 1, 2, 3, or 4) R% and wherein any aryl,
heteroaryl, or any aryl or heteroaryl portion of any aryl(C, -
Cyalkyl, heteroaryl(C,-Cy)alkyl, aryl(C,-Cy)alkanoyl or
heteroaryl(C,-Cy)alkanoyl of R is optionally substituted
with one or more (e.g. 1, 2, 3, or 4) R?;

each R?is independently selected from halo, cyano, nitro,
hydroxy, carboxy, trifluoromethyl, trifluoromethoxy, (C,-Cy)
alkyl, (C5-Cy)eycloalkyl, (C,-Cy)alkoxy, (C,-Cy)alkoxycar-
bonyl, (C,-Cy)alkanoyloxy, aryl, heteroaryl, aryloxy, het-
eroaryloxy, and —NR#R”; wherein each aryl, heteroaryl,
aryloxy, and heteroaryloxy is optionally substituted with one
ormore (e.g. 1, 2,3, or4) groups independently selected from
halo, cyano, nitro, hydroxy, carboxy, trifluoromethyl, trifluo-
romethoxy, (C,-Cy)alkyl, (C5-Cg)cycloalkyl, (C,-Cy)alkoxy,
(C,-Cyalkoxycarbonyl, (C,-C,)alkanoyloxy, and —NR&R”;

each R?is H, halo, cyano, nitro, hydroxy, carboxy, trifluo-
romethyl, trifluioromethoxy, (C,-Cyalkyl, (C;-Cycy-
cloalkyl, (C,-Cy)alkoxy, (C,-Cg)alkoxycarbonyl, (C,-Cy)al-
kanoyloxy, aryl, heteroaryl, aryloxy, heteroaryloxy, and
—NR#R”; wherein any alkyl and any alkyl or alkanoyl por-
tion of any aryl(C,-Cy)alkyl, heteroaryl(C,-Cy)alkyl, aryl
(C,-Cy)alkanoyl or heteroaryl(C,-Cy)alkanoyl of R° is
optionally substituted with one or more (e.g. 1, 2, 3, or 4) R%;
and wherein any aryl, heteroaryl, or any aryl or heteroaryl
portion of any aryl(C,-C)alkyl, heteroaryl(C,-Cy)alkyl, aryl
(C,-Cyalkanoyl or heteroaryl(C,-Cy)alkanoyl of R® is
optionally substituted with one or more (e.g. 1, 2, 3, or 4) R?;

each R€ and R” is independently selected from H, (C,-C,)
alkyl, (C;-Cy)cycloalkyl, (C;-Cg)cycloalkyl(C,-Cy)alkyl,
aryl, heteroaryl, aryl(C,-C) alkyl and heteroaryl(C,-Cy)
alkyl; or R® and R” together with the nitrogen to which they
are attached form a aziridino, azetidino, morpholino, piper-
azino, pyrrolidino or piperidino; wherein any (C,-Cy)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)eycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl or heteroaryl(C,-Cy)alkyl of R®
and R” is optionally substituted with one or more groups
independently selected from hydroxy, carboxy, and NR‘R¥;

each R/ is independently selected from H, (C,-Cy)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)eycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R™ and R” is independently selected from H, (C,-Cy)
alkyl, (C;-Cy)eycloalkyl, (C;-Cg)eycloalkyl(C,-Cy)alkyl,
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aryl, heteroaryl, aryl(C,-C) alkyl and heteroaryl(C,-Cy)
alkyl; or R™ and R” together with the nitrogen to which they
are attached form a aziridino, azetidino, morpholino, piper-
azino, pyrrolidino or piperidino; wherein any (C,-Cy)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)cycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl or heteroaryl(C,-Cy) alkyl of R™
and R” is optionally substituted with one or more groups
independently selected from hydroxy, carboxy, and NR‘R*;

each R” is independently selected from H, (C,-Cy)alkyl,
(C5-Cy)eyeloalkyl, (C5-Cy)eycloalkyl(C, -Cylalkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy) alkyl;

each R? is independently selected from H, (C,-Cy)alkyl,
(C5-Cy)eyeloalkyl, (C5-Cy)eycloalkyl(C, -Cylalkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-C)alkyl;

each R* is independently selected from H, (C,-Cy)alkyl,
(C5-Cy)eyeloalkyl, (C5-Cy)eycloalkyl(C, -Cylalkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-C)alkyl;

each R’ and R is independently selected from H, (C,-Cy)
alkyl, (C;-Cy)eycloalkyl, (C;-Cg)eycloalkyl(C,-Cyalkyl,
aryl, heteroaryl, aryl(C,-C) alkyl and heteroaryl(C,-Cy)
alkyl; or R”and R* together with the nitrogen to which they are
attached form a aziridino, azetidino, morpholino, piperazino,
pyrrolidino or piperidino;

each R* is independently —NR™R”, —N*(R%),Z",
—C(=NR/)—NR"R”, or —NR?—C(—=NR/)—NR"R";

each R*Y is independently —NR™R”, —N*(R%),Z",
—C(=NR/)—NR"R”, or —NR?—C(=NR/)—NR"R”;

each R” is independently —C(=NR/)—NR"R”, or

—NR?—C(=NR/)—NR"R”,

each R* is independently selected from H, (C,-Cg)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)cycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R** and R"“ is independently selected from H, (C,-
Cyalkyl, (C;-Cy)eycloalkyl, (C;-Cy)cycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
C,) alkyl; or R* and R*¥ together with the nitrogen to which
they are attached form a aziridino, azetidino, morpholino,
piperazino, pyrrolidino or piperidino; wherein any (C,-Cy)
alkyl, (C;-Cy)eycloalkyl, (C;-Cg)eycloalkyl(C,-Cyalkyl,
aryl, heteroaryl, aryl(C,-Cy) alkyl or heteroaryl(C, -C)alkyl
of R*® and R*¥ is optionally substituted with one or more
groups independently selected from hydroxy, carboxy, and
NR"*"R";

each R™ is independently selected from H, (C,-Cg)alkyl,
(C5-Cy)eyeloalkyl, (C5-Cy)eycloalkyl(C, -Cylalkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-C)alkyl;

each R”” and R*” is independently selected from H, (C,-
Cealkyl, (C;-Cy)eycloalkyl, (C;-Cy)eycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
C,) alkyl; or R*™ and R™ together with the nitrogen to which
they are attached form a aziridino, azetidino, morpholino,
piperazino, pyrrolidino or piperidino;

each R* is independently selected from H, (C,-Cg)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)cycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R* is independently selected from H, (C,-Cg)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)cycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

the bond represented by ---- is present; and

each Z~ is independently an acceptable counterion;
b) wherein:

X is W—R>;

Y is C(R%?);

W is N; R®! is absent; or

10

15

20

25

30

35

40

45

50

55

60

65

16

W is N*D™; R?! is (C,-Cy)alkyl, aryl, or aryl(C, -Cy)alkyl;
or

W is C; R*! is hydrogen, —N*(R>%),D~, —C(=NR>**)—
NR*R>?,  —NR>*—C(=NR**)NR°R?, —NR>2R>*,
fNRS g ( NRS cb)RS ce 7NR5 e ( 0)7
NRSCCRSC"’, or (C,-C )alkyl that is substituted with one or
more R

R?is a ring selected from phenyl, pyridyl, and [D"N*—
(C,-Cyalkylpyridyl], which ring is optionally substituted
with one or more groups selected from methylenedioxy,
Z—R>*, RY, R*#*_ and (C,-C,)alkyl that is substituted with
one or more R¥; and which ring is also optionally substituted
with a group RY, at a position ortho to the position where R>>
connects with the remainder of formula I;

R®and R taken together can be methylenedioxy oreach R®
and R’ is independently selected from H, Z—R>*, R, and
(C,-Cyalkyl that is substituted with one or more RY;

R® is hydrogen, (C,-Cy)alkyl, aryl, or aryl(C,-C,)alkyl
wherein each (C,-Cy)alkyl of R® is optionally substituted
with one or more groups independently selected from halo,
hydroxy, cyano, nitro, (C,-Cyalkoxy, (C;-Cg)cycloalkyl,
oxo, carboxy, aryloxy, sulfo, and —NR>¥R>", and wherein
each aryl of R® is optionally substituted with one or more
groups independently selected from (C,-Cy)alkyl, halo,
hydroxy, cyano, nitro, (C, C6)alk0xy, (C -Ce)eycloalkyl,
carboxy, aryloxy, nitro, R>, and —NR*$R

each Z is 1ndependently selected from —O—, —S—, and
—NR)—

atleast one of R, R* R> and RY is selected from hydroxy,
carboxy, cyano, CF,SO;—, (C,-Cyalkyl, (C,-C)alkenyl,
(C,-Cyalkynyl, (C,-Cyalkoxy, (C5-Cy)eycloalkyl, aryl(C, -
Cylalkyl, aryl, heteroaryl, heteroaryl(C,-Cy)alkyl, aryl(C,-
Cyalkanoyl, and heteroaryl(C, -C)alkanoyl; and the remain-
der of R*, R*, R®, and R are independently selected from H,
hydroxy, carboxy, cyano, CF;SO;—, (C,-Cy)alkyl, (C,-Cy)
alkenyl, (C,-Cylalkynyl, (C,-Cyalkoxy, (C5-Cg)cycloalkyl,
aryl(C,-Cyalkyl, aryl, heteroaryl, heteroaryl(C,-Cy)alkyl,
aryl(C,-Cg)alkanoyl, and  heteroaryl(C,-Cy)alkanoyl;
wherein each (C,-Cy)alkyl, (C,-Cg)alkenyl, (C,-Cy)alkynyl,
(C -C )alkoxy, (C -Cg)eycloalkyl, and (C,-Cy)alkanoyl of
R? R* R® and R is optionally substituted with one or more
groups 1ndependently selected from halo, hydroxy, cyano,
nitro, (C,-Cy)alkoxy, (C5-Cg4)cycloalkyl, oxo, carboxy, ary-
loxy, sulfo, —S(O),NR*2R>" —NRY)S(O),R*, —N*
(R>*,D", —C(=NR*)NR*R*) or —NR>*—C
(=NR>**)—NR>*R>? and —NR*¥R>*; and wherein each aryl
and heteroaryl of R*, R*, R®, and R is optionally substituted
with one or more groups independently selected from (C,-
Cyalkyl, halo, hydroxy, cyano, nitro, (C,-Cy)alkoxy, (C5-Cy)
cycloalkyl, carboxy, aryloxy, nitro, sulfo, —S(O),NR*$R>",
“NRY)S(O),RY, R, —N*(R*),D", —C(—NR*)—
NR>R>?, or —NR**—C(=NR>”)—NR>*R>?, —NR>2R>",
and (C,-Cy)alkyl substituted with one or more groups inde-
pendently selected from —N*(R>¥),D~, —C(=NR>**)—
NR*R?,  or —NR>*—C(=NR’*)NR>**R*?, and
fNRSgRSh;

each R*“ is independently selected from H, (C,-Cy)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)cycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R>” is independently selected from H, (C,-Cg)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)eycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R*¢ and R*? is independently selected from H, (C,-
Cgalkyl, (C;-Cg)eycloalkyl, (C;-Cy)eycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-
C,) alkyl; or R>¢ and R/ together with the nitrogen to which
they are attached form a aziridino, azetidino, morpholino,
piperazino, pyrrolidino or piperidino; wherein any (C,-Cy)
alkyl, (C;-Cy)eycloalkyl, (C;-Cg)eycloalkyl(C,-Cy)alkyl,
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aryl, heteroaryl, aryl(C,-Cy) alkyl or heteroaryl(C, -Cy)alkyl
of R*¢ and R>? is optionally substituted with one or more
groups independently selected from hydroxy, carboxy, and
NR®"R>;

each R* is independently selected from H, (C,-C)alkyl,
(C5-Cy)eyeloalkyl, (C5-Cy)eycloalkyl(C, -Cylalkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each RY is independently selected from —N*(R>%),D",
— (:NRS b)fNRS cRS d , 7NR5 ¢ (:NRS b)fNRS cRS d ,
7NR5 e (:NRS cb)RS ce, 7NR5 g (:0)7
NR>*R*>°4 and —NR2R*;

each R>% and R*” is independently selected from H, (C,-
Cealkyl, (C;-Cy)eycloalkyl, (C;-Cy)eycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
C,) alkyl; or R3¢ and R>* together with the nitrogen to which
they are attached form a aziridino, azetidino, morpholino,
piperazino, pyrrolidino or piperidino; wherein any (C,-Cy)
alkyl, (C;-Cy)eycloalkyl, (C;-Cg)eycloalkyl(C,-Cyalkyl,
aryl, heteroaryl, aryl(C,-Cy) alkyl or heteroaryl(C, -Cy)alkyl
of R*® and R>" is optionally substituted with one or more
groups independently selected from hydroxy, carboxy, and
NR>™R™";

each RY is independently selected from H, (C,-Cg)alkyl,
(C5-Cy)eyeloalkyl, (C5-Cy)eycloalkyl(C, -Cylalkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R**is independently selected from (C,-C,)alkyl, (Cs-
Cyeycloalkyl, (C;-Cy)eycloalkyl(C,-Cylalkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R>™ and R*” is independently selected from H, (C,-
Cealkyl, (C;-Cy)eycloalkyl, (C;-Cy)eycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
C,) alkyl; or R*™ and R together with the nitrogen to which
they are attached form a aziridino, azetidino, morpholino,
piperazino, pyrrolidino or piperidino;

each R> is independently trifluoromethyl, trifluo-
romethoxy, aryl, or heteroaryl, wherein each aryl and het-
eroaryl is optionally substituted with one or more (C,-Cy)
alkyl, halo, hydroxy, cyano, nitro, (C,-Cy)alkoxy,
(C5-Cy)eycloalkyl, carboxy, aryloxy, nitro, sulfo,
—S(O),NR*2R>*—N(R¥)S(0),R>*, trifluoromethyl, trif-
luoromethoxy, —N*(R*),D”, —C(=NR>”)—NR“RY,
—NR**—C(=NR*”)—NR>“R>? and —NR*¥R>*,

each R> and R®” is independently selected from H and
(C,-CoJalkyl;

each R>* is independently selected from (C,-Cy)alkyl, (C,-
C)alkanoyl, and —C(=O)NR>*R>";

each R is independently selected from H and (C,-C)
alkyl;

each D~ is independently a counter anion;

each R’ is independently selected from H, (C,-C)alkyl,
(C5-Cy)eyeloalkyl, (C5-Cy)eycloalkyl(C, -Cylalkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R>*“ and R>“? is independently selected from H, (C,-
Cealkyl, (C;-Cy)eycloalkyl, (C;-Cy)eycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-
C,) alkyl; or R*“° and R>*“ together with the nitrogen to which
they are attached form a aziridino, azetidino, morpholino,
piperazino, pyrrolidino or piperidino; wherein any (C,-Cy)
alkyl, (C;-Cy)eycloalkyl, (C;-Cg)eycloalkyl(C,-Cyalkyl,
aryl, heteroaryl, aryl(C,-Cy) alkyl or heteroaryl(C, -C)alkyl
of R> and R>*? is optionally substituted with one or more
groups independently selected from hydroxy, carboxy, and
NRScmRSCn;

each R>° is independently selected from H, (C,-C)alkyl,
(C5-Cy)eyeloalkyl, (C5-Cy)eycloalkyl(C, -Cylalkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;
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each R>*™ and R>*" is independently selected from H, (C, -
Cyalkyl, (C;-Cy)eycloalkyl, (C;-Cy)cycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
C,) alkyl; or R and R>* together with the nitrogen to
which they are attached form a aziridino, azetidino, mor-
pholino, piperazino, pyrrolidino or piperidino;

each R is carboxy or (C,-C,)alkoxycarbonyl;

the bond represented by ---- is present;

¢) wherein:
X is *N(R¥H(R*B~;
Y is C(R®%);
R?is:
AisNor C—R?¥;

any adjacent RS, R7, R®, R* and R® taken together can
optionally be methylenedioxy and each remaining R®, R”, R®,
R*and R”'is independently selected from H, fluoro, R**?, and
7R,

each Z is independently selected from —O—, —S— and
—NR¥)—;

at least one of R*, R®, R?, R*, and R is selected from
hydroxy, carboxy, cyano, CF;SO;—, (C,-Cy)alkyl, (C,-Cy)
alkenyl, (C,-Cyalkynyl, (C,-Cy)alkoxy, cycloalkyl, aryl(C, -
Cgalkyl, aryl, heteroaryl, heteroaryl(C,-Cyalkyl, arylal-
kanoyl, and heteroarylalkanoyl; and the remainder of R*, R®,
R*, R* and R? are independently selected from hydrogen,
halo, hydroxy, carboxy, cyano, CF;SO;—, (C,-Cyalkyl,
(C,-Cy)alkenyl, (C,-Cylalkynyl, (C,-Cy)alkoxy, cycloalkyl,
aryl(C,-Cyalkyl, aryl, heteroaryl, heteroaryl(C,-Cy)alkyl,
aryl(C,-C)alkanoyl, and heteroaryl(C,-C)alkanoyl; or R
and R®' taken together are —(CR',),— or
—CR"—=CR'"—; wherein each (C,-Cy)alkyl, (C,-C)alk-
enyl, (C,-Cy)alkynyl, (C,-Cy)alkoxy, cycloalkyl, and (C,-Cy)
alkanoyl of R*, R>, R*, R* and R? is optionally substituted
with one or more groups independently selected from halo,
hydroxy, cyano, nitro, (C,-Cy)alkoxy, cycloalkyl, oxo, car-
boxy, aryloxy, sulfo, —S(0),NR®™R¥ —N(R¥)S(O),R*,
and —NR®™R®"; and wherein each aryl, and heteroaryl of R*,
R>,R* R*, and R° is optionally substituted with one or more
groups independently selected from (C,-Cyalkyl, halo,
hydroxy, cyano, nitro, (C,-Cg)alkoxy, cycloalkyl, carboxy,
aryloxy, nitro, sulfo, R®% —S(0),NR®*R® _N(RY)
S(O),R™, and —NR*R™;

the bond represented by ---- is present and R** is absent
except as defined below when R®! and R®“ taken together with
the atoms to which they are attached form a 5- or 6-membered
heterocyclic ring or a 5- or 6-membered heteroaryl ring;

R®! is absent and B~ is absent; or R®! is H or (C,-Cy)alkyl
and B~ is counterion;

or R® and R®” taken together with the atoms to which they
are attached form a 5- or 6-membered heterocyclic ringora 5-
or 6-membered heteroaryl ring, wherein a) when the bond
represented by ---- is present in the 5- or 6-membered hetero-
cyclic ring or the 5- or 6-membered heteroaryl ring, R*? is
absent and B~ is a counterion, b) when the bond represented
by ---- is absent in the 5- or 6-membered heterocyclic ring or
the 5- or 6-membered heteroaryl ring, R¥ is (C,-C )alkyl and
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B~ is a counterion, or ¢) when the bond represented by ---- is
absent in the 5- or 6-membered heterocyclic ring or the 5- or
6-membered heteroaryl ring, R®*? is absent and B~ is absent;

R®? is H, (C,-Cyalkyl, (C,-Cy)alkoxy, (C,-Cg)alkylthio,
aryloxy, arylthio, —NR®?R®®, R3¢ or cyano; or R® and R®?
taken together are —(CR*?,),— or —CR'"*—=CR**—;

each R'? is independently H, (C,-Cy)alkyl, (C,-Cy)alkoxy,
(C,-Cy)alkylthio, aryloxy or arylthio wherein any (C,-Cy)
alkyl, (C,-Cg)alkoxy, and (C,-C,)alkylthio of R*? is option-
ally substituted with one or more groups selected from halo,
cyano, oxo (—0), (C,-Cy)alkyl, (C,-Cy)eycloalkyl, carboxy,
NO,, hydroxy, (C,-Cy)alkoxy, (C,-Cg)alkoxycarbonyl, (C,-
Cy)alkanoyloxy, aryl, heteroaryl, aryloxy, heteroaryloxy, and
—NR®RY, and wherein any aryloxy, or arylthio of R'? is
optionally substituted with one or more groups selected from
halo, cyano, (C,-Cy)alkyl, (C;5-Cg)cycloalkyl, carboxy, NO,,
hydroxy, (C,-Cy)alkoxy, (C,-Cy)alkoxycarbonyl, (C,-Cy)al-
kanoyloxy, aryl, heteroaryl, aryloxy, heteroaryloxy, and
7NR89R8f;

each R'*is independently H, (C,-C)alkyl, (C,-C)alkoxy,
(C,-Cy)alkylthio, aryloxy or arylthio wherein any (C,-Cy)
alkyl, (C,-Cg)alkoxy, and (C,-C,)alkylthio of R** is option-
ally substituted with one or more groups selected from halo,
cyano, oxo (—0), (C,-Cy)alkyl, (C5-Cy)eycloalkyl, carboxy,
NO,, hydroxy, (C,-Cy)alkoxy, (C,-Cy)alkoxycarbonyl, (C,-
Cy)alkanoyloxy, aryl, heteroaryl, aryloxy, heteroaryloxy, and
—NR®*RY, and wherein any aryloxy, or arylthio of R** is
optionally substituted with one or more groups selected from
halo, cyano, (C,-Cy)alkyl, (C;5-Cg)cycloalkyl, carboxy, NO,,
hydroxy, (C,-Cg)alkoxy, (C,-Cy)alkoxycarbonyl, (C,-Cy)al-
kanoyloxy, aryl, heteroaryl, aryloxy, heteroaryloxy, and
7NR89R8f;

R3“is hydrogen, (C,-Cy)alkyl, aryl, aryl(C,-C)alkyl, het-
eroaryl, or heteroaryl(C,-Cy)alkyl; wherein each (C,-Cy)
alkyl of R®® is optionally substituted with one or more groups
selected from halo, hydroxy, cyano, nitro, (C,-Cg)alkoxy,
cycloalkyl, oxo, carboxy, —NR®R®, and aryloxy, and
wherein each aryl and heteroaryl of R® is optionally substi-
tuted with one or more groups selected from (C,-Cy)alkyl,
halo, hydroxy, cyano, nitro, (C,-C)alkoxy, cycloalkyl, car-
boxy, —NR*R™ and aryloxy;

R®? is hydrogen, (C,-Cy)alkyl, aryl, aryl(C,-C,)alkyl, het-
eroaryl, heteroaryl(C,-Cy)alkyl, —C(=0)—R"®",
—C(=0)—O0R¥, —C(=0)—SR¥?, —C(=0)—NR*R™,
—C(=S)—R*", —C(=S)—OR*, —C(=S)—SR¥,
—C(=S)—NR®R¥, or —C(=NR*)—R"*’; wherein each
(C,-Cyalkyl of R*” is optionally substituted with one or more
groups independently selected from halo, hydroxy, cyano,
nitro, (C,-Cy)alkoxy, cycloalkyl, oxo, carboxy, and aryloxy;
and wherein each aryl, and heteroaryl of R® is optionally
substituted with one or more groups independently selected
from (C,-Cyalkyl, halo, hydroxy, cyano, nitro, (C,-Cy)
alkoxy, cycloalkyl, carboxy, and aryloxy; or R** and R*”
taken together with the nitrogen to which they are attached
form aziridino, azetidino, morpholino, piperazino, pyrroli-
dino, pyrrole, indole, or piperidino, which aziridino, azeti-
dino, morpholino, piperazino, pyrrolidino pyrrole, indole, or
piperidino can optionally be substituted with one or more
(C-Ce)alkyl;

R3¢ is hydrogen, (C,-Cg)alkyl, aryl, or heteroaryl;

R®¥ is hydrogen, (C,-Cyalkyl, (C C6)alk0xy, (C,-Cy)
alkylthio, (C,-C)alkanoyl, or —NR*RY;

R®¢ and RY are each independently selected from H, (C,-
Celalkyl, cycloalkyl, cycloalkyl(C,-Cyalkyl, aryl, het-
eroaryl, aryl(C,-C)alkyl and heteroaryl(C,-C,)alkyl; or R*
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and RY together with the nitrogen to which they are attached
form a aziridino, azetidino, morpholino, piperazino, pyrroli-
dino or piperidino;

each R® and R™ is independently selected from H, (C,-
Cgalkyl, cycloalkyl, cycloalkyl(C,-Cyalkyl, aryl, het-
eroaryl, aryl(C,-Cy)alkyl and heteroaryl(C,-Cy)alkyl; or R®
and R” together with the nitrogen to which they are attached
form a aziridino, azetidino, morpholino, piperazino, pyrroli-
dino or piperidino;

each RY is independently selected from H, (C,-Cg)alkyl,
cycloalkyl, cycloalkyl(C,-Cy)alkyl, aryl, heteroaryl, aryl(C, -
Cyalkyl and heteroaryl(C,-Cy)alkyl;

each R® is independently selected from (C,-C,)alkyl,
cycloalkyl, cycloalkyl(C,-Cy)alkyl, aryl, heteroaryl, aryl(C, -
Cyalkyl and heteroaryl(C,-Cy)alkyl;

each R®*" is independently selected from H, (C,-Cy)alkyl,
cycloalkyl, cycloalkyl(C,-Cy)alkyl, aryl, heteroaryl, aryl(C, -
Cyalkyl and heteroaryl(C,-Cy)alkyl;

each R is independently selected from H, (C,-Cg)alkyl,
cycloalkyl, cycloalkyl(C,-Cy)alkyl, aryl, heteroaryl, aryl(C, -
Cy)alkyl and heteroaryl(C,-Cy)alkyl, wherein each aryl, and
heteroaryl is optionally substituted with one or more groups
independently selected from (C,-Cy)alkyl, halo, hydroxy,
cyano, nitro, (C,-Cg)alkoxy, cycloalkyl, carboxy, aryloxy,
nitro, sulfo, —S(0),NR*R* —N(R¥)S(0),R*, and
7NR8gR8h;

each R* is independently selected from H, (C,-Cy)alkyl,
cycloalkyl, cycloalkyl(C,-Cy)alkyl, aryl, heteroaryl, aryl(C, -
Cyalkyl and heteroaryl(C,-Cy)alkyl, wherein each aryl, and
heteroaryl is optionally substituted with one or more groups
independently selected from (C,-Cy)alkyl, halo, hydroxy,
cyano, nitro, (C,-Cg)alkoxy, cycloalkyl, carboxy, aryloxy,
nitro, sulfo, —S(0),NR*R* —N(R¥)S(0),R*, and
7NR8gR8h;

each R® is independently selected from H, (C,-Cy)alkyl,
cycloalkyl, cycloalkyl(C,-Cy)alkyl, aryl, heteroaryl, aryl(C, -
Cy)alkyl and heteroaryl(C,-C,)alkyl; and each R® is inde-
pendently selected from H, (C,-Cylalkyl, cycloalkyl,
cycloalkyl(C,-Cy)alkyl, aryl, heteroaryl, aryl(C,-Cy)alkyl
and heteroaryl(C,-C)alkyl; or R® and R*" together with the
nitrogen to which they are attached form a aziridino, azeti-
dino, morpholino, piperazino, pyrrolidino or piperidino;

each R®* and R®" is independently selected from H and
(C,-CoJalkyl;

each R®" is independently selected from (C,-C)alkyl, (C, -
Cgalkanoyl, and —C(—O)NR“R";

each R¥ is independently selected from H and (C,-C,)
alkyl;

each R®**“ is independently selected from aryl and het-
eroaryl, which aryl and heteroaryl is optionally substituted
with one or more groups independently selected from (C,-
Cgalkyl, halo, hydroxy, cyano, nitro, (C,-Cy)alkoxy,
cycloalkyl, carboxy, aryloxy, nitro, sulfo, —S(O),NR®*R™
—NR)HS(0),R¥, and —NR®R™;

each R*” is independently selected from aryl and het-
eroaryl, which aryl and heteroaryl is optionally substituted
with one or more groups independently selected from (C,-
Cgalkyl, halo, hydroxy, cyano, nitro, (C,-Cy)alkoxy,
cycloalkyl, carboxy, aryloxy, nitro, sulfo,
—S(O),NR*#R¥_N(R¥)S(0),R*, and —NR*R*,

R3¢ is (C,-C,)alkyl which is substituted with one or more
7N+(R8ha)3B—, 4C(:NR8hb)7NR8th8hd, 7NR81194C
(:NRShb)iNRShCRShd, fNRSkefC(:NRSkb)RSke, or
7NR8k97C (:O)*NRSchSkd ;

each R*“ is independently selected from H, (C,-C¢)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)eycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;
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each R®? is independently selected from H, (C,-C)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)cycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R** and R¥“is independently selected from H, (C,-
Cealkyl, (C;-Cy)eycloalkyl, (C;-Cy)eycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
C,) alkyl; or R*< and R**“together with the nitrogen to which
they are attached form a aziridino, azetidino, morpholino,
piperazino, pyrrolidino or piperidino; wherein any (C,-Cy)
alkyl, (C;-Cy)eycloalkyl, (C;-Cg)eycloalkyl(C,-Cyalkyl,
aryl, heteroaryl, aryl(C,-Cy) alkyl or heteroaryl(C, -Cy)alkyl
of R*¢ and R"¥ is optionally substituted with one or more
groups independently selected from hydroxy, carboxy, and
NR"™R".

each R®* is independently selected from H, (C,-C)alkyl,
(C5-Cy)eyeloalkyl, (C5-Cy)eycloalkyl(C, -Cylalkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-C)alkyl;

each R®™ and R®* is independently selected from H, (C,-
Cealkyl, (C;-Cy)eycloalkyl, (C;-Cy)eycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
C,) alkyl; or R®™ and R*"” together with the nitrogen to
which they are attached form a aziridino, azetidino, mor-
pholino, piperazino, pyrrolidino or piperidino;

each R*? is independently selected from H, (C,-C)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)cycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R¥* and R* is independently selected from H, (C,-
Cealkyl, (C;-Cy)eycloalkyl, (C;-Cy)eycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-
C,)alkyl; or R¥< and R® together with the nitrogen to which
they are attached form a aziridino, azetidino, morpholino,
piperazino, pyrrolidino or piperidino; wherein any (C,-Cy)
alkyl, (C;-Cy)eycloalkyl, (C;-Cg)eycloalkyl(C,-Cyalkyl,
aryl, heteroaryl, aryl(C,-Cy) alkyl or heteroaryl(C, -Cy)alkyl
of R®¢ and R is optionally substituted with one or more
groups independently selected from hydroxy, carboxy, and
NRSkaSkn;

each R** is independently selected from H, (C,-C)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)cycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-C)alkyl; and

each R®™ and R®" is independently selected from H, (C,-
Cealkyl, (C;-Cy)eycloalkyl, (C;-Cy)eycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
C,) alkyl; or R*™ and R*" together with the nitrogen to
which they are attached form a aziridino, azetidino, mor-
pholino, piperazino, pyrrolidino or piperidino;

each B~ is a counterion; and

or a salt or prodrug thereof.

A specific compound of the invention is a compound of
formula (Ia) or (Ib):

(Ia)

R? R*
RS R¢
/
X
R’ N R?
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-continued
5 4 (Ib)
R R
RS R¢
F
R7 \N RIS
RS

or a salt or prodrug thereof.

A specific compound of the invention is a compound of
formula (Ic):

(e)

R’ R*
RS R¢
/
. N
RS R!

or a salt or prodrug thereof.

A specific compound of the invention is a compound of
formula (Id) or (Ie):

d)

R’ R*
RS R®
L,
RS Rls
(Ie)
R’ R*

RS

R RIZ

=
% im
64

Rr!

or a salt or prodrug thereof.

A specific compound of the invention is a compound of
formula (If) or (Ig):

(€59)
R? R*
RS R¢
/
®
R7 \Il\] RIZ
RS RB  » S]
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-continued
R’ R*
RS ~ | R¢
R AN ®N\ R4
RS RI0 ,©

or a salt or prodrug thereof.

A specific compound of the invention is a compound of

formula (Th):

R? R*
RS R¢
/
Rm R12
RS

or a salt or prodrug thereof.

A specific compound of the invention is a compound of 35

R’ R*
RS R
= o
| z
N_®
R N Spu
RS Rl 0

formula (Ij):

or a salt or prodrug thereof.

US 9,102,617 B2
24

A specific compound of the invention is a compound of
formula (Im):

R? R*
RS R¢
7z |
10 N
R’ N
RS Rl 0

15

(g

(Im)

or a salt or prodrug thereof.

A specific compound of the invention is a compound of
formula (In):

20
(I
5 4 (In)
R R
R6 Re
25 = |
N
R \
RS Rr3!
30

or a salt or prodrug thereof.

A specific compound of the invention is a compound of
formula:

I e ¢
40 = R R
\N R? R

RS
45 RS

Re Re
/
50 \N R2 RIS

A specific compound of the invention is a compound of RS

formula (Ik):

@
R14

or a salt or prodrug thereof.

RS

60 v

R’ N or

RS R®
/
55
A
(k) N 22
R’ /@

RS
65

or a salt or prodrug thereof.
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A specific compound of the invention is a compound of
formula:

R* R’
R¢ R¢
N X N 0
RS R! RS R!
RS R¢ R¢

Z ~“
|N or |N s

x R x

RS R! RS R!

20

or a salt or prodrug thereof.

A specific compound of the invention is a compound of
formula:

25
R* R*
Re Re
30
Rll RIZ
RS RIG RS Rl
RS RS
Re Re 35
Rll RIZ
RS RIG RS Rl 40
RS R¢ RS R
\”:R“ \”:Rlz
45
RS RIG RS Rl
R? R?
7 11 7 12
R l l R or R l l R 50
RS RIG RS Rl
or a salt or prodrug thereof.
A specific compound of the invention is a compound of 33
formula:
R* R*
60
R¢ R¢
= 7
o |
N
\cf\? R2 x Spu
65
R® R Z° R® rlo 7°

26
-continued
R’ R’
R¢ R¢
7 “
o ° |
\N R2 x g
RS I|{13 Z@ RS RIO Ze
R R® RS R¢
= =
o o |
\N R2 x Spu
RS I|{13 ze RS RI0 Z@
R¢ R¢
o 7
®
¢ AN |N\
R’ N RIZ or R’ R4
RS I|{13 Z@ RS RI0 Z@

or a salt or prodrug thereof.

A specific value for R* is phenyl, biphenyl, cyclopropyl,
tert-butylphenyl, or furyl.

A specific value for R> is phenyl, biphenyl, cyclopropyl,
tert-butylphenyl, or furyl.

A specific value for R® is phenyl, biphenyl, cyclopropyl,
tert-butylphenyl, or furyl.

A specific value for R7 is phenyl, biphenyl, cyclopropyl,
tert-butylphenyl, or furyl.

A specific value for R* is —NR™R”.

A specific value for R* is —N*(R%),Z".

A specific value for R* is —C(—NR/)—NR"R”.

A specific value for R* is —NR?—C(=NR/)—NR™R".

A specific value for R* is —NR™R”.

A specific value for R” is —N*(R%),Z".

A specific value for R? is —C(=NR/)—NR"R”".

A specific value for R is —NR?—C(—=NR/)—NR"R”.

A specific value for R” is —C(=NR/)—NR"R".

A specific value for R” is —NR?—C(—=NR/)—NR"R”

A specific compound of the invention is a compound which

(€]

CH; CH;

\Z
©/
[0]
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—continued . A specific compound of the invention is a compound which
is:
O Q 5
O Q |
10
AN N
F @z
oo T ) >
c . @ o o ©
Z N Z N

20

25
\
AN 30 N
® P ®
N
= \CH3 \

35

AN
40 C ®z
N ]

Z,
o]

Me
x AN
45
®_- ® -
N N o
| © o | 1
ce; L
50
N 55
@z
N e
| I
CH;
60
AN AN
® - ®_~
65 N o N o
| 1 | 1

or a salt or prodrug thereof.
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-continued

or a salt or prodrug thereof.

A specificvalue for Z~is: CI7, Br~, I, CH;SO;~, CF;S0, 7,
p-CH,CH,SO;™, citrate, tartrate, malate, fumarate, formate,
or acetate.

A specific compound of the invention is a compound of
formula (I): wherein:

R'is R? or (C,-C,)alkyl that is substituted with one or more
R,
R?is R? or (C,-Cy)alkyl that is substituted with one or more
R

atleast one of R* R® R% and R” is aryl or heteroaryl wherein
each aryl or heteroaryl is optionally substituted with one or
more (e.g. 1,2,3, or 4) R% and the remainder of R*, R*>, R® and
R” are each independently H, halo, cyano, nitro, hydroxy,
carboxy, triffuoromethyl, trifluoromethoxy, (C,-Cyalkyl,
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(C5-Cy)eycloalkyl, (C,-Cy)alkoxy, (C,-Cg)alkoxycarbonyl,
(C,-Cy)alkanoyloxy, aryl, heteroaryl, aryloxy, heteroaryloxy,
(C,-Cylalkylthio, —S(O)R?, —S(0),R?, —S(O);R?,
—S(0O),NR2R”, and —NR#R"; wherein any alkyl and any
alkyl or alkanoy] portion of any aryl(C,-Cy)alkyl, heteroaryl
(C,-Cyalkyl, aryl(C,-Cy)alkanoyl or heteroaryl(C,-Cy)al-
kanoyl is optionally substituted with one or more (e.g. 1, 2, 3,
or 4) R% and wherein any aryl, heteroaryl, or any aryl or
heteroaryl portion of any aryl(C,-Cy)alkyl, heteroaryl(C,-
Cyalkyl, aryl(C,-Cy)alkanoyl or heteroaryl(C,-Cy)alkanoyl
of R*,R>, R®and R” is optionally substituted with one or more
(eg.1,2,3,0r4) R,

R® is H, halo, cyano, nitro, hydroxy, carboxy, trifluorom-
ethyl, trifluioromethoxy, (C,-Cyalkyl, (C;-Cy)cycloalkyl,
(C,-Cyalkoxy, (C,-Cgalkoxycarbonyl, (C,-Cy)alkanoy-
loxy, aryl, heteroaryl, aryloxy, heteroaryloxy, (C,-Cy)alky-
Ithio, —S(O)R?, —S(O),R?, —S(0),R?, —S(0),NR&R”,
and —NR#R”; wherein any alkyl of R® is optionally substi-
tuted with one or more (e.g. 1, 2, 3, or 4) R%; and wherein any
aryl, or heteroaryl, of R® is optionally substituted with one or
more (e.g. 1,2, 3, or 4) R,

X is N;Y is C(R?); and R? is R®; or

X is N; Y is C(R'®); and R? is R%; or

X is C(RY); Y is N; and R® is R° or

X is C(R*%);Y is C(R'"); and R? is R®; or

X is C(RY); Y is C(R'?); and R? is R®; or

X is N*—R'3(Z7); Y is C(R'?); and R® is R<; or

X is C(R'©);Y is N*—R'*(Z"); and R® is R*;

each R'? is H, halo, cyano, nitro, hydroxy, carboxy, trifluo-
romethyl, trifluoromethoxy, (C,-Cgalkyl, (C;-Cy)cy-
cloalkyl, (C,-Cy)alkoxy, (C,-Cg)alkoxycarbonyl, (C,-Cy)al-
kanoyloxy, aryl, heteroaryl, aryloxy, heteroaryloxy, and
—NR#R”; wherein any alkyl of R*® is optionally substituted
with one or more (e.g. 1, 2, 3, or 4) R% and wherein any aryl,
heteroaryl, or any aryl or heteroaryl portion of any aryl(C, -
Cgalkyl, heteroaryl(C,-Cy)alkyl, aryloxy, or heteroaryloxy
of R'? is optionally substituted with one or more (e.g. 1, 2, 3,

or 4) R?;
each R'! is H, halo, cyano, nitro, hydroxy, carboxy, trifluo-
romethyl, trifluoromethoxy, (C,-Cgalkyl, (C;-Cy)cy-

cloalkyl, (C,-Cy)alkoxy, (C,-Cy)alkoxycarbonyl, (C,-C)al-
kanoyloxy, aryl, heteroaryl, aryloxy, heteroaryloxy, and
—NR#R”; wherein any alkyl and any alkyl or alkanoyl por-
tion of any aryl(C,-Cy)alkyl, heteroaryl(C,-Cy)alkyl, aryl
(C,-Cy)alkanoyl or heteroaryl(C,-Cg)alkanoyl of R'! is
optionally substituted with one or more (e.g. 1, 2, 3, or 4) R%;
and wherein any aryl, heteroaryl, or any aryl or heteroaryl
portion of any aryl(C,-Cy)alkyl, heteroaryl(C,-Cy)alkyl, aryl
(C,-Cy)alkanoyl or heteroaryl(C,-Cg)alkanoyl of R'! is
optionally substituted with one or more (e.g. 1, 2, 3, or 4) R;

each R'?is H, halo, cyano, nitro, hydroxy, carboxy, trifluo-
romethyl, trifluoromethoxy, (C,-Cgalkyl, (C;-Cy)cy-
cloalkyl, (C,-Cy)alkoxy, (C,-Cy)alkoxycarbonyl, (C,-C)al-
kanoyloxy, aryloxy, heteroaryloxy, and —NRZ2R”; wherein
any alkyl and any alkyl or alkanoyl portion of any aryl(C,-
Cgalkyl, heteroaryl(C,-Cylalkyl, aryl(C,-Cyalkanoyl or
heteroaryl(C,-C,)alkanoyl of R'? is optionally substituted
with one or more (e.g. 1, 2, 3, or 4) R% and wherein any aryl,
heteroaryl, or any aryl or heteroaryl portion of any aryl(C, -
Cyalkyl, heteroaryl(C,-Cy)alkyl, aryl(C,-Cy)alkanoyl or
heteroaryl(C,-C)alkanoyl of R'? is optionally substituted
with one or more (e.g. 1, 2, 3, or 4) R?;

each R'? is (C,-Cy)alkyl, aryl, or aryl(C, -C)alkyl;

each R'* is (C,-Cy)alkyl, aryl, or aryl(C, -C)alkyl;

R'* is R* or (C,-C)alkyl that is substituted with one or
more R*;
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RS is R or (C,-Cy)alkyl that is substituted with one or
more R”;

each R® is independently selected from halo, cyano, nitro,
hydroxy, carboxy, oxo, (C,-Cy)alkyl, (C5-Cy)ecycloalkyl, (C, -
Cylalkoxy, (C,-Cylalkoxycarbonyl, (C,-Cy)alkanoyloxy,
aryl, heteroaryl, aryloxy, heteroaryloxy, (C,-Cy)alkylthio,
—S(O)R?, —S(0),R?, —S(0);R?, —S(0),NR#R”*, and
—NR#R”; wherein each aryl, heteroaryl, aryloxy, and het-
eroaryloxy is optionally substituted with one or more (e.g. 1,
2, 3, or 4) groups independently selected from halo, cyano,
nitro, hydroxy, carboxy, trifluoromethyl, trifftuoromethoxy,
(C,-Cyalkyl, (C;-Cg)eycloalkyl, (C,-Cyalkoxy, (C,-Cy)
alkoxycarbonyl, (C,-Cy)alkanoyloxy, (C,-Cy)alkylthio,
—S(O)R?, —S(0),R?, —S(0),R?, —S(0),NR2R”, and
— NRER”,

each R? is independently selected from halo, cyano, nitro,
hydroxy, carboxy, trifluoromethyl, trifluoromethoxy, (C,-Cy)
alkyl, (C5-Cy)eycloalkyl, (C,-Cy)alkoxy, (C,-Cy)alkoxycar-
bonyl, (C,-Cy)alkanoyloxy, aryl, heteroaryl, aryloxy, het-
eroaryloxy, (C,-Cyalkylthio, —S(O)R?, —S(O),R?,
—S(0),R?, —S(0),NR2R*, and —NR#R”; wherein each
aryl, heteroaryl, aryloxy, and heteroaryloxy is optionally sub-
stituted with one or more (e.g. 1, 2, 3, or 4) groups indepen-
dently selected from halo, cyano, nitro, hydroxy, carboxy,
trifluoromethyl, trifluoromethoxy, (C,-Cy)alkyl, (C;-Cy)cy-
cloalkyl, (C,-Cy)alkoxy, (C,-Cy)alkoxycarbonyl, (C,-C)al-
kanoyloxy, (C,-Cy)alkylthio, —S(O)R?, —S(O),R?,
—S(0),R?, —S(0),NR2R”*, and —NR&R*;

each R“ is H, halo, cyano, nitro, hydroxy, carboxy, trifluo-
romethyl, trifluoromethoxy, (C,-Cgalkyl, (C;-Cy)cy-
cloalkyl, (C,-Cy)alkoxy, (C,-Cg)alkoxycarbonyl, (C,-Cy)al-
kanoyloxy, aryl other than phenyl, heteroaryl other than
pyrid-4-yl, aryloxy, heteroaryloxy, and —NR2R”; wherein
any alkyl and any alkyl or alkanoyl portion of any aryl(C, -
Cyalkyl, heteroaryl(C,-Cy)alkyl, aryl(C,-Cy)alkanoyl or
heteroaryl(C,-Cy)alkanoyl of R is optionally substituted
with one or more (e.g. 1,2, 3, or 4) R?; and wherein any aryl,
heteroaryl, or any aryl or heteroaryl portion of any aryl(C,-
Cylalkyl, heteroaryl(C,-Cylalkyl, aryl(C,-Cyalkanoyl or
heteroaryl(C,-Cy)alkanoyl of R° is optionally substituted
with one or more (e.g. 1, 2, 3, or 4) R;

each R¥ is independently selected from halo, cyano, nitro,
hydroxy, carboxy, trifluoromethyl, trifluoromethoxy, (C,-Cy)
alkyl, (C5-Cy)eycloalkyl, (C,-Cy)alkoxy, (C,-Cy)alkoxycar-
bonyl, (C,-Cy)alkanoyloxy, aryl, heteroaryl, aryloxy, het-
eroaryloxy, and —NR#R”; wherein each aryl, heteroaryl,
aryloxy, and heteroaryloxy is optionally substituted with one
ormore (e.g. 1,2, 3, or 4) groups independently selected from
halo, cyano, nitro, hydroxy, carboxy, trifluoromethyl, trifluo-
romethoxy, (C,-Cy)alkyl, (C;-Cg)cycloalkyl, (C,-Cy)alkoxy,
(C,-Cyalkoxycarbonyl, (C,-Cg)alkanoyloxy, and —NR&R”;

each R is H, halo, cyano, nitro, hydroxy, carboxy, trifluo-
romethyl, trifluoromethoxy, (C,-Cgalkyl, (C;-Cy)cy-
cloalkyl, (C,-Cy)alkoxy, (C,-Cg)alkoxycarbonyl, (C,-Cy)al-
kanoyloxy, aryl, heteroaryl, aryloxy, heteroaryloxy, and
—NR#R”; wherein any alkyl and any alkyl or alkanoyl por-
tion of any aryl(C,-Cy)alkyl, heteroaryl(C,-Cy)alkyl, aryl
(C,-Cylalkanoyl or heteroaryl(C,-Cy)alkanoyl of R® is
optionally substituted with one or more (e.g. 1, 2, 3, or 4) R%;
and wherein any aryl, heteroaryl, or any aryl or heteroaryl
portion of any aryl(C,-Cy)alkyl, heteroaryl(C,-Cy)alkyl, aryl
(C,-Cylalkanoyl or heteroaryl(C,-Cy)alkanoyl of R® is
optionally substituted with one or more (e.g. 1, 2, 3, or 4) R?;

each R# and R” is independently selected from H, (C,-C,)

alkyl, (C;-Cy)eycloalkyl, (C;-Cg)eycloalkyl(C,-Cyalkyl,
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aryl, heteroaryl, aryl(C,;-C) alkyl and heteroaryl(C,-Cy)
alkyl; or R€ and R” together with the nitrogen to which they
are attached form a aziridino, azetidino, morpholino, piper-
azino, pyrrolidino or piperidino; wherein any (C,-Cy)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)eycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl or heteroaryl(C,-Cy)alkyl of R®
and R” is optionally substituted with one or more groups
independently selected from hydroxy, carboxy, and NR‘R*;

each R/ is independently selected from H, (C,-Cy)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)cycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R™ and R” is independently selected from H, (C,-Cy)
alkyl, (C;-Cy)eycloalkyl, (C;-Cg)eycloalkyl(C,-Cy)alkyl,
aryl, heteroaryl, aryl(C,;-C) alkyl and heteroaryl(C,-Cy)
alkyl; or R and R” together with the nitrogen to which they
are attached form a aziridino, azetidino, morpholino, piper-
azino, pyrrolidino or piperidino; wherein any (C,-Cy)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)eycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl or heteroaryl(C,-Cy) alkyl of R™
and R” is optionally substituted with one or more groups
independently selected from hydroxy, carboxy, and NR‘R¥;

each R? is independently selected from H, (C,-Cy)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)eycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy) alkyl;

each R is independently selected from H, (C,-C)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)cycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R” is independently selected from H, (C,-Cy)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)eycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R’ and R* is independently selected from H, (C,-Cy)
alkyl, (C;-Cy)eycloalkyl, (C;-Cg)eycloalkyl(C,-Cy)alkyl,
aryl, heteroaryl, aryl(C,;-C) alkyl and heteroaryl(C,-Cy)
alkyl; or R”and R*together with the nitrogen to which they are
attached form a aziridino, azetidino, morpholino, piperazino,
pyrrolidino or piperidino;

each R* is independently —NR™R”, —N*(R"),Z",
—C(=NR/)—NR"R”, or —NR?—C(=NR/)—NR"R”;

each R” is independently —NR™R”, —N*(R"),7Z",
—C(=NR/)—NR"R”, or —NR?—C(—=NR/)—NR"R";

each R? is independently —C(=NR/)—NR™"R”, or
—NR?—C(=NR/)—NR"R”,

the bond represented by ---- is present; and

each 7~ is independently an acceptable counterion;

or a salt or prodrug thereof.

A specific compound of the invention is a compound of
formula (I):

wherein:
X is W—R3;
Y is C(R>?);

W is N; R®! is absent; or

W is N*A™; R%! is (C,-Cyalkyl, aryl, or aryl(C, -Cy)alkyl;
and A~ is counter anion; or

W is C; R*! is hydrogen, —N*(R>%),D~, —C(=NR>*)—
NR>R*?, —NR*—C(=NR**)NR>*R>?, —NR>2R>",
fNRS 5‘94C (:NRS cb)RS ce, fNRS ceC (:O)*NRS ccRS cd ,
or (C,-Cy)alkyl that is substituted with one or more R and
A~ is absent;
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R>? is a ring selected from:

A
s
2©

wherein:

any adjacent R®, R7, R* and R* taken together can option-
ally be methylenedioxy and each remaining R®, R”, R* and
R*'is independently selected from H, Z—R*, R/, and (C,-C,)
alkyl that is substituted with one or more R/,

the bond represented by ---- is present;

R” is absent and B~ is absent; or R is (C, -C)alkyl and B~
is a counterion; and

R® is absent and B~ is absent; or R* is (C, -C,)alkyl and B~
is a counterion.

A specific compound of the invention is a compound of
formula Va:

(Va)

wherein:

X is N or C(R*®);

W is N; R>! is absent; and A~ is absent; or

W is N; R’ is (C,-Cy)alkyl, aryl, or aryl(C,-C)alkyl; and
A~ is counter anion; or

W is C; R®! is hydrogen, —N*(R>?),D~, —C(=NR>*)—
NRS cRS d , 7NR5 g (:NRS b)fNRS cRS d , 7NR5 gRSh ,
7NR5 ce_ (:NRS cb)RS ce, 7NR5 ce_ (:0)7
NR>*R>*, or (C,-C,)alkyl that is substituted with one or
more R¥ and A~ is absent;

Y is N; R3? is absent; and B~ is absent; or

Y is N; R*? is (C,-Cy)alkyl, aryl, or aryl(C, -C)alkyl; and
B~ is counter anion; or

Y is C; R®? is hydrogen, —N*(R>%),D~, —C(=NR**)—
NRS cRS d , __ NR—C (:NRSb)fNRS cRS d, fNRS ce_
(:NRS cb)RS ce, fNRS ce__C (:O)*NRS ccRS cd ,
—NR>2R>, or (C,-Cy)alkyl that is substituted with one or
more R and B~ is absent;

any adjacent R%, R7, R*', R°* and R>* taken together can
optionally be methylenedioxy and each remaining RS, R”,
R’ R** and R*'is independently selected from H, Z—R>*,
R¥, and (C,-C,)alkyl that is substituted with one or more R¥;
or R>¥ can be R>%;

R?® is hydrogen, (C,-C,)alkyl, aryl, or aryl(C,-Cy)alkyl
wherein each (C,-Cy)alkyl of R® is optionally substituted
with one or more groups independently selected from halo,
hydroxy, cyano, nitro, (C,-Cgalkoxy, (C;-Cg)cycloalkyl,
oxo, carboxy, aryloxy, sulfo, and —NR*2R*”, and wherein
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each aryl of R® is optionally substituted with one or more
groups independently selected from (C,-Cy)alkyl, halo,
hydroxy, cyano, nitro, (C,-Cyalkoxy, (C;-Cg)cycloalkyl,
carboxy, aryloxy, nitro, R>*, and —NR*¢R>*;

each Z is independently selected from —O—, —S— and
—NR¥)—

atleast one of R>, R* R’ and R>® is selected from hydroxy,
carboxy, cyano, CF,SO;—, (C,-Cyalkyl, (C,-C)alkenyl,
(C,-Cyalkynyl, (C,-Cyalkoxy, (C5-Cy)eycloalkyl, aryl(C, -
Cgalkyl, aryl, heteroaryl, heteroaryl(C,-Cy)alkyl, aryl(C,-
Cy)alkanoyl, and heteroaryl(C, -Cy)alkanoyl; and the remain-
derof R, R* R®, and R>® are independently selected from H,
hydroxy, carboxy, cyano, CF;SO;—, (C,-Cy)alkyl, (C,-Cy)
alkenyl, (C,-Cyalkynyl, (C,-Cy)alkoxy, (C;-Cy)cycloalkyl,
aryl(C,-Cyalkyl, aryl, heteroaryl, heteroaryl(C,-Cy)alkyl,
aryl(C,-Cg)alkanoyl, and  heteroaryl(C,-Cy)alkanoyl;
wherein each (C,-C)alkyl, (C,-Cy)alkenyl, (C,-Cy)alkynyl,
(C,-Cyalkoxy, (C5-Cg)cycloalkyl, and (C,-Cy)alkanoyl of
R? R* R’, and R*Y is optionally substituted with one or more
groups independently selected from halo, hydroxy, cyano,
nitro, (C,-Cy)alkoxy, (C5-Cg4)cycloalkyl, oxo, carboxy, ary-
loxy, sulfo, —S(O),NR*2R>" —NRY)S(O),R*, —N*
(R>*,D", —C(=NR*)NR*R*) or —NR>*—C
(=NR>**)—NR>*R>? and —NR*¥R>*; and wherein each aryl
and heteroaryl of R*, R*, R, and R>¢ is optionally substituted
with one or more groups independently selected from (C,-
Cyalkyl, halo, hydroxy, cyano, nitro, (C,-Cy)alkoxy, (C5-Cy)
cycloalkyl, carboxy, aryloxy, nitro, sulfo, —S(O),NR*$R>",
—NRY)S(0),R**, Rv*, —N*(R>¥),D7, —C(=NR>*)—
NR>R>?, or —NR>*—C(=NR>*)—NR’°R*¢, —NR$"R”,
and (C,-Cy)alkyl substituted with one or more groups inde-
pendently selected from —N*(R**),D”, —C(=NR>*)—
NR*R?,  or —NR>*—C(=NR’*)NR>**R*?, and
fNRSgRSh;

each R*“ is independently selected from H, (C,-Cy)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)eycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R>” is independently selected from H, (C,-Cg)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)cycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R*¢ and R*? is independently selected from H, (C,-
Cgalkyl, (C;-Cg)eycloalkyl, (C;-Cy)eycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
C,) alkyl; or R*° and R> together with the nitrogen to which
they are attached form a aziridino, azetidino, morpholino,
piperazino, pyrrolidino or piperidino; wherein any (C,-Cy)
alkyl, (C;-Cy)eycloalkyl, (C;-Cg)eycloalkyl(C,-Cy)alkyl,
aryl, heteroaryl, aryl(C,-Cy) alkyl or heteroaryl(C, -C)alkyl
of R® and R>“ is optionally substituted with one or more
groups independently selected from hydroxy, carboxy, and
NRv"R>”;

each R*° is independently selected from H, (C,-Cy)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)cycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each RY is independently selected from —N*(R>%),D",
4C(:NR5b)7NRSCR5d, 7NR59 4C(:NR5b)7NRSCR5d,
fNRS e (:NRS cb)RS ce, 7NR5 e (:0)7
NRSccRS cd, and 7NR5gR5h;

each R>¢ and R*” is independently selected from H, (C,-
Cyalkyl, (C;-Cy)eycloalkyl, (C;-Cy)cycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
C,) alkyl; or R3¢ and R>* together with the nitrogen to which
they are attached form a aziridino, azetidino, morpholino,
piperazino, pyrrolidino or piperidino; wherein any (C,-Cy)
alkyl, (C;-Cy)eycloalkyl, (C;-Cg)eycloalkyl(C,-Cy)alkyl,
aryl, heteroaryl, aryl(C,-Cy) alkyl or heteroaryl(C, -Cy)alkyl



US 9,102,617 B2

35

of R*¢ and R*" is optionally substituted with one or more
groups independently selected from hydroxy, carboxy, and
NR>™R™";

each RY is independently selected from H, (C,-Cg)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)cycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R**is independently selected from (C,-C,)alkyl, (Cs-
Cyeycloalkyl, (C;-Cy)eycloalkyl(C,-Cylalkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R>™ and R*” is independently selected from H, (C,-
Cyalkyl, (C;-Cy)eycloalkyl, (C;-Cy)cycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
C,) alkyl; or R*™ and R together with the nitrogen to which
they are attached form a aziridino, azetidino, morpholino,
piperazino, pyrrolidino or piperidino;

each R> is independently trifluoromethyl, trifluo-
romethoxy, aryl, or heteroaryl, wherein each aryl and het-
eroaryl is optionally substituted with one or more (C,-Cy)
alkyl, halo, hydroxy, cyano, nitro, (C,-Cy)alkoxy, (C5-Cg)
cycloalkyl, carboxy, aryloxy, nitro, sulfo, —S(O),NR&R”,
—NRNS(0),R”, trifluvoromethyl, trifluoromethoxy, —N*
(R°*),D, —C(=NR>*)—NR>R>?, —NR?**—C
(=NR>**)—NR>*R>? and —NR>¢R*";

each R> and R®” is independently selected from H and
(C,-CoJalkyl;

each R>* is independently selected from (C,-Cy)alkyl, (C,-
C)alkanoyl, and —C(=O)NR>*R>";

each R is independently selected from H and (C,-C)
alkyl;

each D~ is independently a counter anion;

each R’ is independently selected from H, (C,-C)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)cycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R>*“ and R>“? is independently selected from H, (C,-
Cealkyl, (C;-Cy)eycloalkyl, (C;-Cy)eycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
C,) alkyl; or R*“° and R>*“ together with the nitrogen to which
they are attached form a aziridino, azetidino, morpholino,
piperazino, pyrrolidino or piperidino; wherein any (C,-Cy)
alkyl, (C;-Cy)eycloalkyl, (C;-Cg)eycloalkyl(C,-Cyalkyl,
aryl, heteroaryl, aryl(C,-Cy) alkyl or heteroaryl(C, -C)alkyl
of R> and R>*? is optionally substituted with one or more
groups independently selected from hydroxy, carboxy, and
NRScmRSCn;

each R>° is independently selected from H, (C,-C)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)cycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-C)alkyl; and

each R**" and R>*" is independently selected from H, (C,-
Cealkyl, (C;-Cy)eycloalkyl, (C;-Cy)eycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
Cy) alkyl; or R and R” together with the nitrogen to which
they are attached form a aziridino, azetidino, morpholino,
piperazino, pyrrolidino or piperidino; and

each R*# is carboxy or (C,-C,)alkoxycarbonyl;

or a salt or prodrug thereof.

A specific compound of the invention is a compound of
formula (I) wherein:

X is N or C(R?%Y;

W is N; R®! is absent; and A~ is absent; or

W is N; R is (C,-Cy)alkyl, aryl, or aryl(C,-C )alkyl; and
A~ is counter anion; or

W is C; R®! is hydrogen, —N*(R*%),D~, —C(=NR>*)—
NR>*R>?, —NR**—C(=NR’’)—NR>R*?, —NR*2R*" or
(C,-Cy)alkyl that is substituted with one or more R¥; and A~
is absent;

Y is N; R3? is absent; and B~ is absent; or
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Y is N; R*% is (C,-Cy)alkyl, aryl, or aryl(C,-C,)alkyl; and
B~ is counter anion; or

Y is C; R*? is hydrogen, —N*(R*%),D~, —C(=NR**)—
NR>R>?, —NR**—C(=N°R”)—NR**R*>? —NR*2R*" or
(C,-Cyalkyl that is substituted with one or more R¥; and B~
is absent;

any adjacent R®, R7, R®*', R®* and R>* taken together can
optionally be methylenedioxy and each remaining RS, R”,
R R** and R is independently selected from H, Z—R>*,
R, and (C,-C,)alkyl that is substituted with one or more RY;

R® is hydrogen, (C,-Cy)alkyl, aryl, or aryl(C,-C,)alkyl
wherein each (C,-Cy)alkyl of R® is optionally substituted
with one or more groups independently selected from halo,
hydroxy, cyano, nitro, (C,-Cyalkoxy, (C,;-Cy)eycloalkyl,
oxo, carboxy, aryloxy, sulfo, and —NR*¢R**, and wherein
each aryl of R® is optionally substituted with one or more
groups independently selected from (C,-Cy)alkyl, halo,
hydroxy, cyano, nitro, (C,-Cyalkoxy, (C;-Cg)cycloalkyl,
carboxy, aryloxy, nitro, R>*, and —NR*¢R>*;

each Z is independently selected from —O—, —S— and
—NR¥)—

atleast one of R?, R* R®, and R*¢ is selected from hydroxy,
carboxy, cyano, CF;SO,—, (C,-Cylalkyl, (C,-Cy)alkenyl,
(C,-Cyalkynyl, (C,-Cyalkoxy, (C5-Cy)eycloalkyl, aryl(C, -
Cgalkyl, aryl, heteroaryl, heteroaryl(C,-Cy)alkyl, aryl(C,-
Cyalkanoyl, and heteroaryl(C, -C)alkanoyl; and the remain-
der of R*, R*, R, and R are independently selected from H,
hydroxy, carboxy, cyano, CF;SO;—, (C,-Cy)alkyl, (C,-Cy)
alkenyl, (C,-Cyalkynyl, (C,-Cy)alkoxy, (C;-Cy)cycloalkyl,
aryl(C,-Cyalkyl, aryl, heteroaryl, heteroaryl(C,-Cy)alkyl,
aryl(C,-Cg)alkanoyl, and  heteroaryl(C,-Cy)alkanoyl;
wherein each (C,-C)alkyl, (C,-Cy)alkenyl, (C,-Cy)alkynyl,
(C,-Cyalkoxy, (C5-Cg)cycloalkyl, and (C,-Cy)alkanoyl of
R? R* R®, and R*® is optionally substituted with one or more
groups independently selected from halo, hydroxy, cyano,
nitro, (C,-Cy)alkoxy, (C5-Cg)cycloalkyl, oxo, carboxy, ary-
loxy, sulfo, —S(0),NR*2R> —N(RY)S(O),R*, —N*
(R>*,D", —C(=NR*)NR*R*! or —NR>*—C
(=NR**)—NR>R>? and —NR=R”; and wherein each aryl
and heteroaryl of R, R* R, and R>% is optionally substituted
with one or more groups independently selected from (C,-
Cyalkyl, halo, hydroxy, cyano, nitro, (C,-Cg)alkoxy, (C5-Cg)
cycloalkyl, carboxy, aryloxy, nitro, sulfo, —S(O),NR*$R>",
—NRYS(0),R**, R>*, —N*(R>*),D", —C(=NR>*)—
NR>R>?, or NR**—C(=NR>*’)—NR>R*>¢, —NR*R>*, and
(C,-Cy)alkyl substituted with one or more groups indepen-
dently selected from —N*(R**),D", —C(=NR**)—
NR*R?,  or —NR>**—C(=NR**)NR**R*), and
7NR5gR5h;

each R*“ is independently selected from H, (C,-Cy)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)eycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R>” is independently selected from H, (C,-Cg)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)eycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R>° and R*? is independently selected from H, (C,-
Cgalkyl, (C;-Cg)eycloalkyl, (C;-Cy)eycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
C,) alkyl; or R>¢ and R/ together with the nitrogen to which
they are attached form a aziridino, azetidino, morpholino,
piperazino, pyrrolidino or piperidino; wherein any (C,-Cy)
alkyl, (C;-Cy)cycloalkyl, (C;-Cg)cycloalkyl(C,-Cy)alkyl,
aryl, heteroaryl, aryl(C,-Cy) alkyl or heteroaryl(C, -Cy)alkyl
of R¢ and R¥is optionally substituted with one or more groups
independently selected from hydroxy, carboxy, and
NR>"R>";
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each R*° is independently selected from H, (C,-C)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)cycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each RY is independently selected from —N*(R>%),D",
_C (:NRS b)fNRS cRS d , 7NR5 e () (:NRS b)fNRS cRS d ,
and —NR*R";

each R>¢ and °R” is independently selected from H, (C,-
Cealkyl, (C;-Cy)eycloalkyl, (C;-Cy)eycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
C,) alkyl; or R3¢ and R>* together with the nitrogen to which
they are attached form a aziridino, azetidino, morpholino,
piperazino, pyrrolidino or piperidino; wherein any (C,-Cy)
alkyl, (C;-Cy)eycloalkyl, (C;-Cg)eycloalkyl(C,-Cyalkyl,
aryl, heteroaryl, aryl(C,-Cy) alkyl or heteroaryl(C, -C)alkyl
of R°¢ and R** is optionally substituted with one or more
groups independently selected from hydroxy, carboxy, and
NR®"R>";

each RY is independently selected from H, (C,-Cg)alkyl,
(C5-Cy)eyeloalkyl, (C5-Cy)eycloalkyl(C, -Cylalkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R**is independently selected from (C,-C,)alkyl, (Cs-
Ce)eycloalkyl, (C;5-Cy)eycloalkyl(C,-Cylalkyl, aryl, het-
eroaryl, aryl(C,-C,) alkyl and heteroaryl(C,-C)alkyl;

each R>™ and R*” is independently selected from H, (C,-
Cealkyl, (C;-Cy)eycloalkyl, (C;-Cy)eycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
C,) alkyl; or R>™ and R together with the nitrogen to which
they are attached form a aziridino, azetidino, morpholino,
piperazino, pyrrolidino or piperidino;

each R> is independently triflucromethyl, trifluo-
romethoxy, aryl, or heteroaryl, wherein each aryl and het-
eroaryl is optionally substituted with one or more (C,-Cy)
alkyl, halo, hydroxy, cyano, nitro, (C,-Cy)alkoxy, (C;-Cy)
cycloalkyl, carboxy, aryloxy, nitro, sulfo, —S(O),NR*$R>",
—N(RY)S(0),R**, trifluoromethyl, trifluoromethoxy, —N*
(R>*),D", —C(=NR**)—NR*R>?, —NR**—C
(=NR>*)—NR*R>? and —NR>¢R™";

each R> and R®” is independently selected from H and
(C,-CoJalkyl;

each R>* is independently selected from (C,-Cy)alkyl, (C,-
C¢)alkanoyl, and —C(=O)NR>*R>";

each R is independently selected from H and (C,-C)
alkyl; and

each D is independently a counter anion;

or a salt or prodrug thereof.

A specific compound of the invention is a compound of
formula (I):
wherein:

X is N or C(R?%Y;

W is N; R®! is absent; and A~ is absent; or

W is N; R’ is (C,-Cy)alkyl, aryl, or aryl(C,-C)alkyl; and
A~ is counter anion; or

W is C; R®! is hydrogen or —NR**“R**” and A~ is absent;
or

W is C; R%! is —N*(R>°°),; and A~ is counter anion;

Y is N; R%?' is absent; and B~ is absent; or

Y is N; R*? is (C,-Cy)alkyl, aryl, or aryl(C, -C)alkyl; and
B~ is counter anion; or

Y is C; R*? is hydrogen or —NR>#*R>%¢; and B~ is absent;
or

Y is C; R® is —N*(R¥),; and B~ is counter anion;

any adjacent R%, R7, R*', R** and R>* taken together can
optionally be methylenedioxy and each remaining RS, R”,
R>*) R® and R’* is independently selected from H and
7Z—R>™,

R® is hydrogen, (C,-C¢)alkyl, aryl, or aryl(C,-Cy)alkyl
wherein each (C,-Cy)alkyl of R® is optionally substituted
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with one or more groups independently selected from halo,
hydroxy, cyano, nitro, (C,-Cyalkoxy, (C,;-Cy)ecycloalkyl,
oxo, carboxy, aryloxy, sulfo, and —NR*#R*”, and wherein
each aryl of R® is optionally substituted with one or more
groups independently selected from (C,-Cyalkyl, halo,
hydroxy, cyano, nitro, (C, C6)alk0xy, (C -Ce)eycloalkyl,
carboxy, aryloxy, nitro, R*, and —NR>2R

each Z is independently selected from —O—, —S—, and
—NR™)—

atleast one of R>, R* R’ and R>® is selected from hydroxy,
carboxy, cyano, CF;SO,—, (C,-Cylalkyl, (C,-Cy)alkenyl,
(C,-Cyalkynyl, (C,-Cyalkoxy, (C5-Cy)eycloalkyl, aryl(C, -
Cgalkyl, aryl, heteroaryl, heteroaryl(C,-Cyalkyl, arylal-
kanoyl, and heteroarylalkanoyl; and the remainder of R?, R*,
R>, and R>Y are independently selected from H, hydroxy,
carboxy, cyano, CF,SO;—, (C,-Cyalkyl, (C,-C)alkenyl,
(C,-Cyalkynyl, (C,-Cyalkoxy, (C5-Cy)eycloalkyl, aryl(C, -
Cgalkyl, aryl, heteroaryl, heteroaryl(C,-Cy)alkyl, aryl(C,-
Cyalkanoyl, and heteroaryl(C,-Cg)alkanoyl; wherein each
(C,-Cyalkyl, (C,-Cyalkenyl, (C,-Cylalkynyl, (C,-Cy)
alkoxy, (C,-C)cycloalkyl, and (C,-Cy)alkanoyl of R?, R*,
R, and R>® is optionally substituted with one or more groups
independently selected from halo, hydroxy, cyano, nitro, (C,-
Cyalkoxy, (C5-Cy)cycloalkyl, oxo, carboxy, aryloxy, sulfo,
—S(O),NR>2R> —N(R¥)S(0),R>*, and —NR>¢R>*; and
wherein each aryl and heteroaryl of R*, R*, R, and R>% is
optionally substituted with one or more groups independently
selected from (C,-Cy)alkyl, halo, hydroxy, cyano, nitro, (C,-
Cyalkoxy, (C5-Cg)cycloalkyl, carboxy, aryloxy, nitro, sulfo,
—S(0),NR>2R> —NR¥)S(0),R>*, R>*, and —NR&R>*;

each R>¢ and R*” is independently selected from H, (C,-
Cgalkyl, (C;-Cg)eycloalkyl, (C;-Cy)eycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-
C,) alkyl; or R3¢ and R>* together with the nitrogen to which
they are attached form a aziridino, azetidino, morpholino,
piperazino, pyrrolidino or piperidino;

each RY is independently selected from H, (C,-C)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)eycloalkyl(C, -Cy)alkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;

each R>is independently selected from (C,-C,)alkyl, (Cs-

Cy)eycloalkyl, (C;-Cy)eycloalkyl(C,-Cylalkyl, aryl, het-
eroaryl, aryl(C,-Cy) alkyl and heteroaryl(C,-Cy)alkyl;
each R> is independently trifluoromethyl, trifluo-

romethoxy, or aryl optionally substituted with one or more
(C,-Cyalkyl, halo, hydroxy, cyano, nitro, (C,-Cg)alkoxy,
(C5-Cy)eycloalkyl,  carboxy, aryloxy, nitro, sulfo,
—S(0),NR*eR>”*, —NR¥)S(0),R*, trifluoromethyl, trif-
luoromethoxy, and —NR*8R>*;

each R and R®¥ is independently selected from H and
(C,-Co)alkyl;

each R*~ is independently selected from (C,-C)alkyl, (C, -
Cy)alkanoyl, and —C(=—O)NR**R>";

each R* is independently selected from H and (C,-Cy)
alkyl;

each R>*“ and R*”” is independently selected from H and
(C,-Cyalkyl; or R** and R>*” together with the nitrogen to
which they are attached form a aziridino, azetidino, mor-
pholino, piperazino, pyrrolidino or piperidino;

each R** is independently selected from H and (C,-Cy)
alkyl

each R>¥ and R is independently selected from H and
(C,-Cyalkyl; or R** and R>* together with the nitrogen to
which they are attached form a aziridino, azetidino, mor-
pholino, piperazino, pyrrolidino or piperidino; and

each R¥ is independently selected from H and (C,-Cy)
alkyl

or a salt or prodrug thereof.
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A specific compound of the invention is a compound of
formula (Vb):

(Vb) 5
R* R?
R3 R®
AN
R X | / 10
| x N R’
I R®
R54 RSZ’
53 O
R* B 15

wherein Y is N; R>%' is (C,-Cy)alkyl, aryl, or aryl(C,-Cy)
alkyl; and B~ is counter anion; or
Y is C; R>? is —N(R¥),; and B~ is counter anion;

or a salt or prodrug thereof.

20

A specific compound of the invention is a compound of
formula (Vc):

25
(Vo)
R* RS
R} R
| A 30
R X _
(T LT
51 8
RS Va Y\Rsz' R R
° 35
R O A
wherein R*" is (C,-Cy)alkyl, aryl, or aryl(C, -C)alkyl; and 0

A~ is counter anion;
Y is N; and R®? is absent; or
Y is C; and R? is hydrogen or —NR>#“R>?;
or a salt or prodrug thereof.

. . Lo 45
A specific compound of the invention is a compound of

formula (Vd):

(Vd)

R* RS 30
R} R
RY, X
S R’ 55
Y. RSI RS
RS = g5
R Be
60
wherein R*! is hydrogen or —NR>*“R>*?;
Y is N; R*? is (C,-Cy)alkyl, aryl, or aryl(C, -C)alkyl; and
B~ is counter anion; or 6

Y is C; R>? is —N(R¥),; and B~ is counter anion;
or a salt or prodrug thereof.

40
A specific compound of the invention is a compound of
formula (Ve):

(Ve)
R* R’
R3 RS
RY X
N R’
Y. RS 1 RS
RS 2N RS
RS . ©

wherein R?! is —N(R>“°), and A~ is counter anion
Y is N; and R>? is absent; or

Y is C; and R*? is hydrogen or —NR>“/R>°?,

or a salt or prodrug thereof.

A specific compound of the invention is a compound of
formula (V1):

(VH
R* R?
R3 R®
AN
RY X | =
(T
" /N RS! RS
R
©
R53’ A

wherein W is N; R>! is (C,-C,)alkyl, aryl, or aryl(C,-Cy)
alkyl; and A~ is counter anion; or

W is C; R*! is —N(R>),; and A~ is counter anion;

or a salt or prodrug thereof.

A specific compound of the invention is a compound of
formula (Vg):

Vg
R* R?
R3 R®
AN
RSS' X | /
o0
N RSI RS
R P sy
RS O N

wherein W is N; and R>! is absent; or

W is C; and R®! is hydrogen or —NR>*“R>*”; and

R’? is (C,-Cyalkyl, aryl, or aryl(C,-Cy)alkyl; and B~ is
counter anion;

or a salt or prodrug thereof.
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A specific compound of the invention is a compound of

formula (Vh):

(Vh) 5

10

15

wherein W is N; R*>! is (C,-Cy)alkyl, aryl, or aryl(C,-Cy)
alkyl; and A~ is counter anion; or

W is C; R%! is —N(R>%°),; and A~ is counter anion; and

R? is hydrogen or —NR>#R>*¢;

or a salt or prodrug thereof.

A specific compound of the invention is a compound of
formula (Vj):

20

25

Vi)

30

35

wherein W is N; and R>! is absent; or

W is C; and R®! is hydrogen or —NR**“R>*?;

R>% is —N(R¥),; and B~ is counter anion;

or a salt or prodrug thereof.

A specific compound of the invention is a compound of
formula (Vj) wherein at least one of R**, R**, and R>*'is
—N*(R**),D", —C(E=NR**)NR*R*), —NR**—C
(=NR>)—NR>*R>?, —NR>2R>" or (C,-Coalkyl that is
substituted with one or more groups independently selected
from —C(=NR>**)NR*R*? —NR**—C(=NR**)—
NR*R>?, and —NR2R>”.

A specific compound of the invention is a compound of

40

45

formula (Vk): 50
4 5 (Vk)
R R
55
R3 RS
\
RY X | =
| = N R’
N RS 60
R Z
R53’

or a salt or prodrug thereof.
A specific compound of the invention is a compound of
formula (Vk) wherein at least one of R**, R**, and R is

65
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—N*(R*¥),D", —C(E=NR**)>NR*R*), —NR**—C
(=NR>)NR*R>? —NR*2R>* or (C,-C,alkyl that is
substituted with one or more groups independently selected
from —C(=NR**)NR*R*, —NR**—C(=NR**)—
NR>R>%, and —NR*R>",

A specific compound of the invention is a compound of
formula (Vm):

(Vm)

or a salt or prodrug thereof.

A specific compound of the invention is a compound of
formula (Vm) wherein R>?' is hydrogen, —N*(R**),D",
4c(:NR5b)7NRSCR5d, 7NR59 4c(:NR5b)7NRSCR5d,
—NR®2R> or (C,-Cy)alkyl that is substituted with one or
more groups independently selected from —C(=NR>*)—
NR3“R>9, —NR**—C(=NR>”)NR>R>?, and
—NR*R>.

A specific compound of the invention is a compound of
formula (Vm) wherein R*® is —C(=NR>*)—NR>R>?,
—NR**—C(=NR**)—NR>*R>?, —NR*R>*, or (C,-C,)
alkyl that is substituted with one or more groups indepen-
dently selected from —C(=NR>*)—NR>°R>?, —NR>**—C
(=NR>*)NR**R>%, and —NR*$R*".

A specific compound of the invention is a compound of
formula (Vm) wherein at least one of R**, R>* R** and R**
is —N*(R**),D”, —C(=NR**)NR**R*?, —NR**—C
(=NR>*)NR>*R>? —NR*2°R* or (C,-C,alkyl that is
substituted with one or more groups independently selected
from —C(=NR**)NR*R*, —NR**—C(=NR**)—
NR3R>%, and —NR#R>",

A specific compound of the invention is a compound of
formula (Vn):

(Vn)

R* R?

R3 R®
R¥ X

= Y

51 8

- 2N R R

R53’

or a salt or prodrug thereof.

A specific compound of the invention is a compound of
formula (Vn) wherein at least one of R>', R>*', R** and R>®
is —N*(R**),D”, —C(=NR>*)—NR>*R*?, —NR>**—C
(=NR>**)—NR**R>?, —NR*2R>*, or (C,-C,)alkyl that is
substituted with one or more groups independently selected
from —C(=NR>*)NR*R*? —NR** C(—=NR**)—
NR*R>? and —NR$R>”.
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A specific compound of the invention is a compound of
formula (Vo):

or a salt or prodrug thereof.

A specific compound of the invention is a compound of
formula (Vo) wherein at least one of R>*, R**, R**", R*>#, and
R* is —N*R*¥),D", —C(=NR*)—NR>*R*?, or
—NR**—C(=NR**)—NR>R*?, —NR*R>* or (C,-C,)
alkyl that is substituted with one or more groups indepen-
dently selected from —C(=NR>*)—NR**R>?, —NR>**—C
(=NR>*)—NR**R>%, and —NR*$R*".

A specific value for R? is phenyl, benzyl, biphenyl, cyclo-
propyl, or furyl.

A specific value for R* is phenyl, biphenyl, cyclopropyl, or
furyl.

A specific value for R® is phenyl, biphenyl, cyclopropyl, or
furyl.

A specific value for R>® is phenyl, benzyl, biphenyl, cyclo-
propyl, or furyl.

A specific value for R>! is methyl.

A specific value for W is C and R®" is hydrogen.

A specific value for W is C and R>! is —NRSR”.

A specific value for W is C and R*! is —N*(R%),D".

A specific value forY is N and R>* is methyl.

A specific value for Y is C and R*? is hydrogen.

A specific value for Y is C and R>*—NR#R”.

A specific value for Y is C and R>? is —N*(R%),D".

A specific compound of the invention is a compound
wherein at least one Z is —O—.

A specific compound of the invention
wherein at least one Z is —S—.

A specific compound of the invention
wherein at least one Z is —N(R>)—.

A specific compound of the invention
wherein each Z is —O—.

A specific compound of the invention
wherein each Z is —S—.

A specific compound of the invention
wherein Z is —N(R>*)—.

A specific value for R is (C,-C,)alkyl.

A specific compound of the invention is a compound
wherein R®, R7, R**, R®* and R*> are each independently
(C,-Cy)alkoxy.

A specific compound of the invention is a compound
wherein R®, R7, R**', R** and R>*' are each methoxy.

A specific value for R® is (C,-C,)alkoxy.

A specific value for R° is methoxy.

A specific value for R” is (C,-C)alkoxy.

A specific value for R” is methoxy.

A specific value for R** is (C,-C,)alkoxy.

A specific value for R**' is methoxy.

A specific value for R** is (C,-C,)alkoxy.

A specific value for R** is methoxy.

A specific value for R*® is (C,-C,)alkoxy.

A specific value for R*®' is methoxy.

A specific compound of the invention is a
wherein RS, R”, R>*' and R** are each methoxy.

is a compound

is a compound
is a compound
is a compound

is a compound

compound
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A specific compound of the invention is a compound
wherein RS, R7, R>*, and R**' are each methoxy.

A specific compound of the invention is a compound
wherein R® and R” taken together are methylenedioxy.

A specific compound of the invention is a compound
wherein R** and R>* taken together are methylenedioxy.

A specific compound of the invention is a compound
wherein R** and R>> taken together are methylenedioxy.

A specific compound of the invention is a compound
wherein each R* is independently triftuvoromethyl, trifluo-
romethoxy, or aryl optionally substituted with one or more
(C,-Cyalkyl, halo, hydroxy, cyano, nitro, (C,-Cg)alkoxy,
(C5-Cy)eycloalkyl,  carboxy, aryloxy, nitro, sulfo,
—S(0),NR*2R>*, —N(R/)S(0),R>*, trifluoromethyl, trif-
luoromethoxy, and — NR>$R>";

£ épeciﬁc compound of the invention is a compound which
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-continued

46

-continued

15

20

wherein R>* and R®' are each H or methoxy, or taken together
are methylenedioxy;

or a salt or prodrug thereof.

A specific compound of the invention is a compound which
is:
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-continued wherein R** and R** are each H or methoxy, or taken together
are methylenedioxy;

or a salt or prodrug thereof.

5 A specific compound of the invention is a compound which
is:
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—continued A specific compound of the invention is a compound which
is:
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wherein R>* and R>* are each H or methoxy, or taken together 65 R

are methylenedioxy; 5®

or a salt or prodrug thereof.
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wherein R** and R*> are each H or methoxy, or taken together p

. 5 H;C CH
are methylenedioxy; } }

or a salt or prodrug thereof.
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—continued A specific compound of the invention is a compound which
is:
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wherein R** and R*> are each H or methoxy, or taken together 65 N
are methylenedioxy; R¥

or a salt or prodrug thereof.
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are methylenedioxy;

or a salt or prodrug thereof.

50

A specific compound ofthe invention is a compound which
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wherein R** and R are each H or methoxy, or taken
together are methylenedioxy; 30

or a salt or prodrug thereof.

A specific compound ofthe invention is a compound which
is:
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wherein R>* and R>* are each H or methoxy, or taken together
are methylenedioxy;

or a salt or prodrug thereof.

A specific compound ofthe invention is a compound which
is:
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wherein R** and R*> are each H or methoxy, or taken together
are methylenedioxy;

or a salt or prodrug thereof.
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-continued
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or a salt or prodrug thereof.

A specific compound of the invention is a compound
wherein at least one of least one W, X, Y, R!, R>*, R**, R>*
R’*, and R’ comprises at least one nitrogen atom.

A specific compound of the invention is a compound of
formula (I) wherein:

X is *NR*)R*)B;
Y is C(R®);
AisNor C—R¥;

any adjacent R%, R7, R®, R* and R* taken together can
optionally be methylenedioxy and each remaining R, R7, R®,
R* and R’ is independently selected from H, R*?, and Z—R™;

each Z is independently selected from —O—, —S— and
—NR)—

at least one of R* R>, R?, R¥, and RY is selected from
hydroxy, carboxy, cyano, CF;SO;—, (C,-Cg)alkyl, (C,-Cy)
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alkenyl, (C,-Cy)alkynyl, (C,-Cy)alkoxy, cycloalkyl, aryl(C, -
Cyalkyl, aryl, heteroaryl, heteroaryl(C,-Cy)alkyl, arylal-
kanoyl, and heteroarylalkanoyl; and the remainder of R*, R>,
R*, R* and R? are independently selected from hydrogen,
halo, hydroxy, carboxy, cyano, CF;SO;—, (C,-Cyalkyl,
(C,-Cy)alkenyl, (C,-Cylalkynyl, (C,-Cy)alkoxy, cycloalkyl,
aryl(C,-Cyalkyl, aryl, heteroaryl, heteroaryl(C,-Cy)alkyl,
aryl(C,-Cg)alkanoyl, and heteroaryl(C,-Cy)alkanoyl; or R
and R' taken together are —(CR',),— or
—CR"—=CR"—; wherein each (C,-Cy)alkyl, (C,-Csalk-
enyl, (C,-Cy)alkynyl, (C,-Cy)alkoxy, cycloalkyl, and (C,-Cy)
alkanoyl of R*, R>, R*, R*, and R? is optionally substituted
with one or more groups independently selected from halo,
hydroxy, cyano, nitro, (C,-Cy)alkoxy, cycloalkyl, oxo, car-
boxy, aryloxy, sulfo, —S(O),NR#R”, —N(R/)S(0),R”, and
—NR#R”; and wherein each aryl, and heteroaryl of R*, R>,
R*, R*, and RY is optionally substituted with one or more
groups independently selected from (C,-Cyalkyl, halo,
hydroxy, cyano, nitro, (C,-Cg)alkoxy, cycloalkyl, carboxy,
aryloxy, nitro, sulfo, R**, —S(0),NRER” —N(R/)S(0),R”,
and —NR#R”;

the bond represented by ---- is present and R®* is absent
except as defined below when R®' and R®* taken together with
the atoms to which they are attached form a 5- or 6-membered
heterocyclic ring or a 5- or 6-membered heteroaryl ring;

R®! is absent and B~ is absent; or R®! is H or (C,-C)alkyl
and B~ is counterion;

or R®! and R® taken together with the atoms to which they
are attached form a 5- or 6-membered heterocyclic ringora 5-
or 6-membered heteroaryl ring, wherein a) when the bond
represented by ---- is present in the 5- or 6-membered hetero-
cyclic ring or the 5- or 6-membered heteroaryl ring, R*? is
absent and B~ is a counterion, b) when the bond represented
by ---- is absent in the 5- or 6-membered heterocyclic ring or
the 5- or 6-membered heteroaryl ring, R is (C,-C )alkyl and
B~ is a counterion, or ¢) when the bond represented by ---- is
absent in the 5- or 6-membered heterocyclic ring or the 5- or
6-membered heteroaryl ring, R®* is absent and B~ is absent;

R® is H, (C,-Cyalkyl, (C,-Cy)alkoxy, (C,-Cgalkylthio,
aryloxy, arylthio, —NR®**R®” or cyano; or R® and R®? taken
together are —(CR"?,),— or —CR'"*=CR*—;

each R'? is independently H, (C, -C)alkyl, (C,-C)alkoxy,
(C,-Cy)alkylthio, aryloxy or arylthio wherein any (C,-Cy)
alkyl, (C,-Cg)alkoxy, and (C,-Cg)alkylthio of R'? is option-
ally substituted with one or more groups selected from halo,
cyano, oxo (—0), (C,-Cy)alkyl, (C5-Cy)eycloalkyl, carboxy,
NO,, hydroxy, (C,-Cy)alkoxy, (C,-Cyalkoxycarbonyl, (C,-
Cy)alkanoyloxy, aryl, heteroaryl, aryloxy, heteroaryloxy, and
—NR®R¥, and wherein any aryloxy, or arylthio of R'? is
optionally substituted with one or more groups selected from
halo, cyano, (C,-Cy)alkyl, (C5-Cg)cycloalkyl, carboxy, NO,,
hydroxy, (C,-Cg)alkoxy, (C,-Cy)alkoxycarbonyl, (C,-Cy)al-
kanoyloxy, aryl, heteroaryl, aryloxy, heteroaryloxy, and
iNRSQRSJ”;

each R'*is independently H, (C, -C)alkyl, (C,-Cy)alkoxy,
(C,-Cy)alkylthio, aryloxy or arylthio wherein any (C,-Cy)
alkyl, (C,-Cg)alkoxy, and (C,-C,)alkylthio of R'* is option-
ally substituted with one or more groups selected from halo,
cyano, oxo (—0), (C,-Cy)alkyl, (C5-Cy)eycloalkyl, carboxy,
NO,, hydroxy, (C,-Cy)alkoxy, (C,-Cg)alkoxycarbonyl, (C,-
Cy)alkanoyloxy, aryl, heteroaryl, aryloxy, heteroaryloxy, and
—NR®*RY, and wherein any aryloxy, or arylthio of R** is
optionally substituted with one or more groups selected from
halo, cyano, (C,-Cy)alkyl, (C5-Cg)cycloalkyl, carboxy, NO,,
hydroxy, (C,-Cg)alkoxy, (C,-Cy)alkoxycarbonyl, (C,-Cy)al-
kanoyloxy, aryl, heteroaryl, aryloxy, heteroaryloxy, and
iNRSZRSJ”;
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R3“is hydrogen, (C,-Cy)alkyl, aryl, aryl(C,-C)alkyl, het-
eroaryl, or heteroaryl(C,-Cy)alkyl; wherein each (C,-Cy)
alkyl of R®® is optionally substituted with one or more groups
selected from halo, hydroxy, cyano, nitro, (C,-Cg)alkoxy,
cycloalkyl, oxo, carboxy, —NR®R®, and aryloxy, and
wherein each aryl and heteroaryl of R® is optionally substi-
tuted with one or more groups selected from (C,-C)alkyl,
halo, hydroxy, cyano, nitro, (C,-Cg)alkoxy, cycloalkyl, car-
boxy, —NR®*R®¥ and aryloxy;

R®? is hydrogen, (C,-Cy)alkyl, aryl, aryl(C,-C,)alkyl, het-
eroaryl, heteroaryl(C,-Cy)alkyl, —C(=0)—R>®",
—C(=0)—0R?¥", —C(=0)—SR*, —C(=0)—NR*R?"
—C(=S)—R*", —C(=S)—OR*, —C(=S8)—SR*,
—C(=S)—NR®R?, or —C(=NR?")—R>3?; wherein each
(C,-Cyalkyl of R*” is optionally substituted with one or more
groups independently selected from halo, hydroxy, cyano,
nitro, (C,-C,)alkoxy, cycloalkyl, oxo, carboxy, and aryloxy;
and wherein each aryl, and heteroaryl of R” is optionally
substituted with one or more groups independently selected
from (C,-Cyalkyl, halo, hydroxy, cyano, nitro, (C,-Cg)
alkoxy, cycloalkyl, carboxy, and aryloxy; or R®* and R®”
taken together with the nitrogen to which they are attached
form aziridino, azetidino, morpholino, piperazino, pyrroli-
dino, pyrrole, indole, or piperidino, which aziridino, azeti-
dino, morpholino, piperazino, pyrrolidino pyrrole, indole, or
piperidino can optionally be substituted with one or more
(C,-Co)alkyl;

R3¢ is hydrogen, (C,-C)alkyl, aryl, or heteroaryl;

R®¥ is hydrogen, (C,-Cyalkyl, (C -Cy)alkoxy, (C,-Cy)
alkylthio, (C,-C)alkanoyl, or —NR°R/;

R3¢ and Rsf are each independently selected from H, (C,-
Celalkyl, cycloalkyl, cycloalkyl(C,-Cyalkyl, aryl, het-
eroaryl, aryl(C,-C)alkyl and heteroaryl(C,-C,)alkyl; or R®
and RY together with the nitrogen to which they are attached
form a aziridino, azetidino, morpholino, piperazino, pyrroli-
dino or piperidino;

each R and R* is independently selected from H, (C,-
Celalkyl, cycloalkyl, cycloalkyl(C,-Cyalkyl, aryl, het-
eroaryl, aryl(C,-Cy)alkyl and heteroaryl(C,-Cy)alkyl; or R3¢
and R®” together with the nitrogen to which they are attached
form a aziridino, azetidino, morpholino, piperazino, pyrroli-
dino or piperidino;

each RY is independently selected from H, (C,-Cg)alkyl,
cycloalkyl, cycloalkyl(C,-Cy)alkyl, aryl, heteroaryl, aryl(C, -
Cy)alkyl and heteroaryl(C,-Cy)alkyl;

each R™ is independently selected from (C,-Cgalkyl,
cycloalkyl, cycloalkyl(C,-Cy)alkyl, aryl, heteroaryl, aryl(C, -
Cy)alkyl and heteroaryl(C, -Cy)alkyl;

each ®R™ is independently selected from H, (C,-C)alkyl,
cycloalkyl, cycloalkyl(C,-Cy)alkyl, aryl, heteroaryl, aryl(C, -
Cy)alkyl and heteroaryl(C,-Cy)alkyl;

each R®" is independently selected from H, (C,-Cy)alkyl,
cycloalkyl, cycloalkyl(C,-Cy)alkyl, aryl, heteroaryl, aryl(C, -
Cyalkyl and heteroaryl(C,-Cy)alkyl, wherein each aryl, and
heteroaryl is optionally substituted with one or more groups
independently selected from (C,-Cy)alkyl, halo, hydroxy,
cyano, nitro, (C,-Cy)alkoxy, cycloalkyl, carboxy, aryloxy,
nitro, sulfo, —S(0),NR*R*, —N(R¥)S(0),R*, and
7NR8gR8h;

each R* is independently selected from H, (C,-Cg)alkyl,
cycloalkyl, cycloalkyl(C,-Cy)alkyl, aryl, heteroaryl, aryl(C, -
Cy)alkyl and heteroaryl(C, -Cy)alkyl, wherein each aryl, and
heteroaryl is optionally substituted with one or more groups
independently selected from (C,-Cy)alkyl, halo, hydroxy,

cyano, nitro, (C,-Cy)alkoxy, cycloalkyl, carboxy, aryloxy,
nitro, sulfo, —S(0),NR*R¥, —NRY)S(0),R*, and
—NR®*R™,
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each R® is independently selected from H, (C,-Cy)alkyl,
cycloalkyl, cycloalkyl(C,-Cy)alkyl, aryl, heteroaryl, aryl(C, -
Cy)alkyl and heteroaryl(C,-C,)alkyl; and each R® is inde-
pendently selected from H, (C,-Cylalkyl, cycloalkyl,
cycloalkyl(C,-Cy)alkyl, aryl, heteroaryl, aryl(C,-Cy)alkyl
and heteroaryl(C,-Cy)alkyl; or R® and R®" together with the
nitrogen to which they are attached form a aziridino, azeti-
dino, morpholino, piperazino, pyrrolidino or piperidino;

each R® and R®" is independently selected from H and
(C,-CoJalkyl;

each R* is independently selected from (C,-C)alkyl, (C, -
Cy)alkanoyl, and —C(=—O)NR*R®";

each R¥ is independently selected from H and (C,-Cy)
alkyl;

each R®* is independently selected from aryl and het-
eroaryl, which aryl and heteroaryl is optionally substituted
with one or more groups independently selected from (C,-
Cgalkyl, halo, hydroxy, cyano, nitro, (C,-Cy)alkoxy,
cycloalkyl, carboxy, aryloxy, nitro, sulfo,
—S(O),NR*#R¥_N(R¥)S(0),R*, and —NR*R*"; and

each R®”” is independently selected from aryl and het-
eroaryl, which aryl and heteroaryl is optionally substituted
with one or more groups independently selected from (C,-
Cgalkyl, halo, hydroxy, cyano, nitro, (C,-Cy)alkoxy,
cycloalkyl, carboxy, aryloxy, nitro, sulfo, —S(O),NR®*R™
—NR¥)S(0),R*, and —NR*R™,

or a salt thereof.

A specific value for R* is H, (C,-C)alkyl, (C,-C)alkoxy,
(C,-Cyalkylthio, aryloxy, arylthio, —NR®**R*” or cyano.

A specific value for R* is H, (C,-C)alkyl, (C,-C)alkoxy,
(C,-Cy)alkylthio, aryloxy, or arylthio.

A specific value for R® is —NR®R*” or cyano.

A specific value for R® and R®* taken together are
—(CR",),— or —CR"—=CR'*—

A specific compound of the invention is a compound
wherein the bond represented by ---- is present and R*? is
absent.

A specific compound of the invention is a compound
wherein R®! and R®® taken together with the atoms to which
they are attached form a 5- or 6-membered heterocyclic ring
or a 5- or 6-membered heteroaryl ring.

A specific compound of the invention is a compound
wherein R®! is absent and B~ is absent.

A specific compound of the invention is a compound
wherein R®! is H or (C,-Cg)alkyl and B~ is a counterion.

A specific compound of the invention is a compound of
formula (VIIIa):

(VIIIa)

wherein RY is selected from hydroxy, carboxy, cyano,
CF;80,—, (C,-Cyalkyl, (C,-Cy)alkenyl, (C,-Cy)alkynyl,
(C,-Cy)alkoxy, cycloalkyl, aryl(C,-Cy)alkyl, aryl, heteroaryl,
heteroaryl(C,-Cy)alkyl, arylalkanoyl, and heteroarylal-
kanoyl; wherein each (C,-Cy)alkyl, (C,-Cy)alkenyl, (C,-Cy)
alkynyl (C,-Cy)alkoxy, cycloalkyl, and (C,-Cg)alkanoyl of
R? is optionally substituted with one or more groups inde-
pendently selected from halo, hydroxy, cyano, nitro, (C,-Cy)
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alkoxy, cycloalkyl, oxo, carboxy, aryloxy, sulfo,
—S(0),NR*R¥ _NR¥)S(0),R*, and —NR*R*; and
wherein each aryl, and heteroaryl of R% is optionally substi-
tuted with one or more groups independently selected from
(C,-Cyalkyl, halo, hydroxy, cyano, nitro, (C,-Cy)alkoxy,
cycloalkyl, carboxy, aryloxy, nitro, sulfo, R3%
—S(O),NR*R¥ _N(R¥)S(0),R*¥, and —NR*R*; or a
salt thereof.

A specific compound of the invention is a compound of
formula (VIIIb):

(VITIb)

\
R

/
R®

RS

wherein R* is selected from hydroxy, carboxy, cyano,
CF;S0O;,—, (C,-Cyalkyl, (C,-Cylalkenyl, (C,-Cy)alkynyl,
(C,-Cy)alkoxy, cycloalkyl, aryl(C,-Cy)alkyl, aryl, heteroaryl,
heteroaryl(C,-Cy)alkyl, arylalkanoyl, and heteroarylal-
kanoyl; wherein each (C,-Cy)alkyl, (C,-Cy)alkenyl, (C,-Cy)
alkynyl, (C,-Cy)alkoxy, cycloalkyl, and (C,-Cy)alkanoyl of
R? is optionally substituted with one or more groups inde-
pendently selected from halo, hydroxy, cyano, nitro, (C,-Cy)
alkoxy, cycloalkyl, oxo, carboxy, aryloxy, sulfo,
—S(O),NR*R¥ —N(R¥)S(0),R*, and —NR*R*"; and
wherein each aryl, and heteroaryl of R*'is optionally substi-
tuted with one or more groups independently selected from
(C,-Cyalkyl, halo, hydroxy, cyano, nitro, (C,-Cy)alkoxy,
cycloalkyl, carboxy, aryloxy, nitro, sulfo, R53%
—S(O),NR*R¥ _N(R¥)S(0),R*¥, and —NR*R*; or a
salt thereof.

A specific compound of the invention is a compound of
formula (VIIc):

(VIIIc)

RS

wherein R* is selected from hydroxy, carboxy, cyano,
CF;S0O;,—, (C,-Cyalkyl, (C,-Cylalkenyl, (C,-Cy)alkynyl,
(C,-Cy)alkoxy, cycloalkyl, aryl(C,-Cy)alkyl, aryl, heteroaryl,
heteroaryl(C,-Cy)alkyl, arylalkanoyl, and heteroarylal-
kanoyl; wherein each (C,-Cy)alkyl, (C,-Cy)alkenyl, (C,-Cy)
alkynyl, (C,-Cy)alkoxy, cycloalkyl, and (C,-Cy)alkanoyl of
R? is optionally substituted with one or more groups inde-
pendently selected from halo, hydroxy, cyano, nitro, (C,-Cy)
alkoxy, cycloalkyl, oxo, carboxy, aryloxy, sulfo,
—S(O),NR*R¥ —N(R¥)S(0),R*, and —NR*R*"; and
wherein each aryl, and heteroaryl of R*'is optionally substi-
tuted with one or more groups independently selected from
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(C,-Cyalkyl, halo, hydroxy, cyano, nitro, (C,-Cg)alkoxy,
cycloalkyl, carboxy, aryloxy, nitro, sulfo, R®*
—S(0),NR*R¥, —N(R¥)S(0),R*, and —NR*R™; or a
salt thereof.
A specific compound of the invention is a compound of
formula (VIIId):

(VIIId)

RS

wherein R* is selected from hydroxy, carboxy, cyano,
CF;80,—, (C,-Cyalkyl, (C,-Cy)alkenyl, (C,-Cy)alkynyl,
(C,-Cy)alkoxy, cycloalkyl, aryl(C,-Cy)alkyl, aryl, heteroaryl,
heteroaryl(C,-Cy)alkyl, arylalkanoyl, and heteroarylal-
kanoyl; wherein each (C,-Cy)alkyl, (C,-Cy)alkenyl, (C,-Cy)
alkynyl, (C,-Cy)alkoxy, cycloalkyl, and (C,-C)alkanoyl of
R*is optionally substituted with one or more groups indepen-
dently selected from halo, hydroxy, cyano, nitro, (C,-Cy)
alkoxy, cycloalkyl, oxo, carboxy, aryloxy, sulfo,
—S(O),NR*R¥ _NRY)S(0),R*, and —NR*R*"; and
wherein each aryl, and heteroaryl of R* is optionally substi-
tuted with one or more groups independently selected from
(C,-Cyalkyl, halo, hydroxy, cyano, nitro, (C,-Cy)alkoxy,
cycloalkyl, carboxy, aryloxy, nitro, sulfo, R3%
—S(O),NR*R¥ _N(R¥)S(0),R*, and —NR*R™; or a
salt thereof.

A specific compound of the invention is a compound of
formula (VIle):

(VIIIe)

\
RIl

/
R?

RS

wherein R’ is selected from hydroxy, carboxy, cyano,
CF;S0O;,—, (C,-Cyalkyl, (C,-Cylalkenyl, (C,-Cy)alkynyl,
(C,-Cy)alkoxy, cycloalkyl, aryl(C,-Cy)alkyl, aryl, heteroaryl,
heteroaryl(C,-Cy)alkyl, arylalkanoyl, and heteroarylal-
kanoyl; wherein each (C,-Cy)alkyl, (C,-Cy)alkenyl, (C,-Cy)
alkynyl, (C,-Cy)alkoxy, cycloalkyl, and (C,-C)alkanoyl of
R’ is optionally substituted with one or more groups indepen-
dently selected from halo, hydroxy, cyano, nitro, (C,-Cg)
alkoxy, cycloalkyl, oxo, carboxy, aryloxy, sulfo,
—S(0),NR*R¥ _—NR¥)S(0),R*, and —NR*R*; and
wherein each aryl, and heteroaryl of R? is optionally substi-
tuted with one or more groups independently selected from
(C,-Cyalkyl, halo, hydroxy, cyano, nitro, (C,-Cg)alkoxy,
cycloalkyl, carboxy, aryloxy, nitro, sulfo, R®*
—S(O),NR*R¥ _N(R¥)S(0),R*, and —NR*R™; or a
salt thereof.

A specific compound of the invention is a compound
wherein at least one Z is —N(R®)—.
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A specific compound of the invention is a compound
wherein each Z is —N(R¥)—.

A specific compound of the invention is a compound
wherein R¥ is (C,-C,)alkyl.

A specific compound of the invention is a compound
wherein RS, R”, R®, R* and R*" are each independently (C,-
C;)alkoxy.

A specific compound of the invention is a compound
wherein R®, R7, R®, R* and R* are each methoxy.

A specific compound of the invention is a compound
wherein R® is (C,-C,)alkoxy.

A specific compound of the invention is a compound
wherein R® is methoxy.

A specific compound of the invention is a compound
wherein R* is (C,-C5)alkoxy.

A specific compound of the invention is a compound
wherein R* is methoxy.

A specific compound of the invention is a compound
wherein R is (C,-C5)alkoxy.

A specific compound of the invention is a compound
wherein R> is methoxy.

A specific compound of the invention is a compound
wherein R7, R®, R* and R®' are each methoxy.

A specific compound of the invention is a compound
wherein R” and R® taken together are methylenedioxy.

A specific compound of the invention is a compound
wherein R* and R” taken together are methylenedioxy.

A specific compound of the invention is a compound
wherein R° and R” taken together are methylenedioxy and R*
and R®' taken together are methylenedioxy.

A specific value for R*® is cyano.

A specific value for R® is —NR“R”.

A specific value for R® is hydrogen or methyl.

A specific value for R® is hydrogen, (C,-C,)alkyl, aryl,
aryl(C,-Cy)alkyl, heteroaryl, or heteroaryl(C,-Cy)alkyl.

A specific value for R®® is hydrogen, methyl, phenyl, or
benzyl.

A specific value for R® is —C(=NR®*)—R*?,

A specific value for R® and R®” taken together with the
nitrogen to which they are attached form aziridino, azetidino,
morpholino, piperazino, pyrrolidino or piperidino, which
aziridino, azetidino, morpholino, piperazino, pyrrolidino or
piperidino can optionally be substituted with one or more
(C,-Cy)alkyl.

A specific value for R* is hydrogen.

A specific value for R® is methyl or amino.

A specific value for R* is H.

A specific compound ofthe invention is a compound which
is:

H;CO

H;CO N N
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A specific compound of the invention is a compound of
formula (VIIIa) wherein R is selected from aryl and het-
eroaryl, which aryl, and heteroaryl of R is optionally substi-
tuted with one or more groups independently selected from
(C,-Cyalkyl, halo, hydroxy, cyano, nitro, (C,-Cg)alkoxy,
cycloalkyl, carboxy, aryloxy, nitro, sulfo, R53%
—S(0),NR*R¥ NR¥)S(0),*R*, and —NR®*R*; and
each R®*“ is independently selected from aryl and heteroaryl,
which aryl and heteroaryl is optionally substituted with one or
more groups independently selected from (C,-Cy)alkyl, halo,
hydroxy, cyano, nitro, (C,-Cg)alkoxy, cycloalkyl, carboxy,
aryloxy, nitro, sulfo, —S(0),NR*R? —NRY)S(0),R%,
and —NR**RY".

A specific compound of the invention is a compound of
formula (VIIIb) wherein R* is selected from aryl and het-
eroaryl, which aryl, and heteroaryl of R*'is optionally substi-
tuted with one or more groups independently selected from
(C,-Cyalkyl, halo, hydroxy, cyano, nitro, (C,-Cg)alkoxy,
cycloalkyl, carboxy, aryloxy, nitro, sulfo, R®*
—S(O),NR*R¥ _NR¥)S(0),R*, and —NR*R*"; and
each R®**“ is independently selected from aryl and heteroaryl,
which aryl and heteroaryl is optionally substituted with one or
more groups independently selected from (C,-Cy)alkyl, halo,
hydroxy, cyano, nitro, (C,-Cg)alkoxy, cycloalkyl, carboxy,
aryloxy, nitro, sulfo, —S(O),NR*R* —N(R¥)S(0),R*,
and —NR®*R™,

A specific compound of the invention is a compound of
formula (VIIIc) wherein R*' is selected from aryl and het-
eroaryl, which aryl, and heteroaryl of R*'is optionally substi-
tuted with one or more groups independently selected from
(C,-Cyalkyl, halo, hydroxy, cyano, nitro, (C,-Cg)alkoxy,
cycloalkyl, carboxy, aryloxy, nitro, sulfo, R53%
—S(0),NR*R¥ NR¥)S(0),R*, and —NR*R*; and
each R®*“ is independently selected from aryl and heteroaryl,
which aryl and heteroaryl is optionally substituted with one or
more groups independently selected from (C,-Cy)alkyl, halo,
hydroxy, cyano, nitro, (C,-Cy)alkoxy, cycloalkyl, carboxy,
aryloxy, nitro, sulfo, —S(O),NR*R* —N(R¥)S(0),R*
and —NR**RY".

A specific compound of the invention is a compound of
formula (VIIId) wherein R* is selected from aryl and het-
eroaryl, which aryl, and heteroaryl of R* is optionally substi-
tuted with one or more groups independently selected from
(C,-Cyalkyl, halo, hydroxy, cyano, nitro, (C,-Cg)alkoxy,
cycloalkyl, carboxy, aryloxy, nitro, sulfo, R®*
—S(O),NR*R¥ _NR¥)S(0),R*, and —NR*R*"; and
each R®**“ is independently selected from aryl and heteroaryl,
which aryl and heteroaryl is optionally substituted with one or
more groups independently selected from (C,-Cy)alkyl, halo,
hydroxy, cyano, nitro, (C,-Cg)alkoxy, cycloalkyl, carboxy,
aryloxy, nitro, sulfo, —S(O),NR*R* —N(R¥)S(0),R*,
and —NR®*R™,

A specific compound of the invention is a compound of
formula (VIIle) wherein R’ is selected from aryl and het-
eroaryl, which aryl, and heteroaryl of R is optionally substi-
tuted with one or more groups independently selected from
(C,-Cyalkyl, halo, hydroxy, cyano, nitro, (C,-Cg)alkoxy,
cycloalkyl, carboxy, aryloxy, nitro, sulfo, R53%
—S(0),NR*R¥ —NR¥)S(0),R*, and —NR*R*; and
each R®*“ is independently selected from aryl and heteroaryl,
which aryl and heteroaryl is optionally substituted with one or
more groups independently selected from (C,-Cy)alkyl, halo,
hydroxy, cyano, nitro, (C,-Cy)alkoxy, cycloalkyl, carboxy,
aryloxy, nitro, sulfo, —S(O),NR*R* —N(R¥)S(0),R*,
and —NR**RY".

A specific compound of the invention is a compound of
formula (VIIIa) wherein R? is selected from phenyl, pyridyl
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and furanyl and is optionally substituted with one or more
groups independently selected from (C,-Cy)alkyl, halo,
hydroxy, cyano, nitro, (C,-Cy)alkoxy, cycloalkyl, carboxy,
aryloxy, nitro, sulfo, R —S(0),NR®%R* _NRY)
S(O),R™, and —NR®R*"; and each R®*“ is independently
selected from aryl and heteroaryl, which aryl and heteroaryl is
optionally substituted with one or more groups independently
selected from (C,-Cy)alkyl, halo, hydroxy, cyano, nitro, (C,-
Cgalkoxy, cycloalkyl, carboxy, aryloxy, nitro, sulfo,
—S(O),NR**R”*, _N(R¥)S(0),R*, and —NR*R*

A specific compound of the invention is a compound of
formula (Ib) wherein R is selected from phenyl, pyridyl and
furanyl and is optionally substituted with one or more groups
independently selected from (C,-Cy)alkyl, halo, hydroxy,
cyano, nitro, (C,-Cg)alkoxy, cycloalkyl, carboxy, aryloxy,
nitro, sulfo, R**% —8(0),NR*#R*  —N(R¥)S(0),R*¥, and
—NRBR®"; and each R®*“ is independently selected from
aryl and heteroaryl, which aryl and heteroaryl is optionally
substituted with one or more groups independently selected
from (C,-Cyalkyl, halo, hydroxy, cyano, nitro, (C,-Cy)
alkoxy, cycloalkyl, carboxy, aryloxy, nitro, sulfo,
—S(O),NR*R¥ _NR¥)S(0),R*, and —NR*R*

A specific compound of the invention is a compound of
formula (VIIIc) wherein R* is selected from aryl and het-
eroaryl, which aryl, and heteroaryl of R* is optionally substi-
tuted with one or more groups independently selected from
(C,-Cyalkyl, halo, hydroxy, cyano, nitro, (C,-Cg)alkoxy,
cycloalkyl, carboxy, aryloxy, nitro, sulfo, R®*
—S(0),NR*R¥ _NR¥)S(0),R*, and NR*R™; and
each R®*“ s independently selected from aryl and heteroaryl,
which aryl and heteroaryl is optionally substituted with one or
more groups independently selected from (C,-Cy)alkyl, halo,
hydroxy, cyano, nitro, (C,-Cy)alkoxy, cycloalkyl, carboxy,
aryloxy, nitro, sulfo, —S(Q),NR*R*, —N(R¥)S(0),R*,
and —NR#R”.

A specific compound of the invention is a compound of
formula (VIIId) wherein R* is selected from phenyl, pyridyl
and furanyl and is optionally substituted with one or more
groups independently selected from (C,-Cyalkyl, halo,
hydroxy, cyano, nitro, (C,-Cy)alkoxy, cycloalkyl, carboxy,
aryloxy, nitro, sulfo, R®*“ —S§(0),NR®%R* —_N(RY)
S(O),R™, and —NR®R*"; and each R®*“ is independently
selected from aryl and heteroaryl, which aryl and heteroaryl is
optionally substituted with one or more groups independently
selected from (C,-Cy)alkyl, halo, hydroxy, cyano, nitro, (C, -
Cylalkoxy, cycloalkyl, carboxy, aryloxy, nitro, sulfo,
—S(O),NR*R¥_N(R¥)S(0),R*, and —NR*R™".

A specific compound of the invention is a compound of
formula (VIIle) wherein R® is selected from phenyl, pyridyl
and furanyl and is optionally substituted with one or more
groups independently selected from (C,-Cy)alkyl, halo,
hydroxy, cyano, nitro, (C,-Cy)alkoxy, cycloalkyl, carboxy,
aryloxy, nitro, sulfo, R —S(0),NR®%R* _NRY)
S(O),R™, and —NR®R*"; and each R®*“ is independently
selected from aryl and heteroaryl, which aryl and heteroaryl is
optionally substituted with one or more groups independently
selected from (C,-Cy)alkyl, halo, hydroxy, cyano, nitro, (C,-
Cgalkoxy, cycloalkyl, carboxy, aryloxy, nitro, sulfo,
—S(O),NR*R¥ _NR¥)S(0),R*, and —NR*R*

A specific compound of the invention is a compound of
formula (VIIIa) wherein R? is selected from phenyl, pyridyl
and furanyl and is optionally substituted with one or more
groups independently selected from phenyl, pyridyl,
—NR®*R™ (C,-C,)alkoxy, dimethylaminophenyl, and halo.
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A specific compound of the invention is a compound of
formula (VIIIb) wherein R is selected from phenyl, pyridyl
and furanyl and is optionally substituted with one or more
groups independently selected from phenyl, pyridyl,
—NR*R™ (C,-C,)alkoxy, dimethylaminophenyl, and halo.

A specific compound of the invention is a compound of
formula (VIIIc) wherein R* is selected from phenyl, pyridyl
and furanyl and is optionally substituted with one or more
groups independently selected from phenyl, pyridyl,
—NR*R™ (C,-C,)alkoxy, dimethylaminophenyl, and halo.

A specific compound of the invention is a compound of
formula (VIIId) wherein R* is selected from phenyl, pyridyl
and furanyl and is optionally substituted with one or more
groups independently selected from phenyl, pyridyl,
—NRBER™ (C,-Cy)alkoxy, dimethylaminophenyl, and halo.

A specific compound of the invention is a compound of
formula (VIIle) wherein R® is selected from phenyl, pyridyl
and furanyl and is optionally substituted with one or more
groups independently selected from phenyl, pyridyl,
—NR*R™ (C,-C,)alkoxy, dimethylaminophenyl, and halo.

A specific compound of the invention is a compound
wherein at least one of R*, R*, R*, R*, and R% is selected from
3-biphenyl, 3-(4'-fluoro)biphenyl, 4-biphenyl, 4-(4'-fluoro)
biphenyl, 3,5-bis(4-fluorophenyl)phenyl, 4-fluorophenyl,
phenyl, 3-pyridyl, 4-pyridyl, 3-dimethylaminophenyl,
3-furanyl, 3-methoxyphenyl, 4-pyrid-3-ylphenyl, 4-pyrid-4-
ylphenyl, 4-(3-dimethylaminophenyl)phenyl, 4-(3-furanyl)
phenyl, 2-phenylpyrid-4-yl, 2-(3-methoxyphenyl)pyrid-3-yl,
2-phenylfur-4-yl, and 2-pyrid-4-yl)pyrid-5-yl.

A specific compound of the invention is a compound
wherein at least one of R*, R>, R%, R7, R®, and R>! is selected
from 3-biphenyl, 3-(4'-fluoro)biphenyl, 4-biphenyl, 4-(4'-
fluoro)biphenyl, 3,5-bis(4-fluorophenyl)phenyl, 4-fluo-
rophenyl, phenyl, 3-pyridyl, 4-pyridyl, 3-dimethylaminophe-
nyl, 3-furanyl, 3-methoxyphenyl, 4-pyrid-3-ylphenyl,
4-pyrid-4-ylphenyl, 4-(3-dimethylaminophenyl)phenyl,
4-(3-furanyl)phenyl, 2-phenylpyrid-4-yl, 2-(3-methoxyphe-
nyl)pyrid-3-yl, 2-phenylfur-4-yl, and 2-pyrid-4-yl)pyrid-5-
yl.

A specific compound of the invention is a compound
wherein at least one of R*, R®, RS, and R is selected from
3-biphenyl, 3-(4'-fluoro)biphenyl, 4-biphenyl, 4-(4'-fluoro)
biphenyl, 3,5-bis(4-fluorophenyl)phenyl, 4-fluorophenyl,
phenyl, 3-pyridyl, 4-pyridyl, 3-dimethylaminophenyl,
3-furanyl, 3-methoxyphenyl, 4-pyrid-3-ylphenyl, 4-pyrid-4-
ylphenyl, 4-(3-dimethylaminophenyl)phenyl, 4-(3-furanyl)
phenyl, 2-phenylpyrid-4-yl, 2-(3-methoxyphenyl)pyrid-3-yl,
2-phenylfur-4-yl, and 2-pyrid-4-yl)pyrid-5-yl.

A specific compound of the invention is a compound
wherein at least one of R*, R*, R>, and R? is selected from
3-biphenyl, 3-(4'-fluoro)biphenyl, 4-biphenyl, 4-(4'-fluoro)
biphenyl, 3,5-bis(4-fluorophenyl)phenyl, 4-fluorophenyl,
phenyl, 3-pyridyl, 4-pyridyl, 3-dimethylaminophenyl,
3-furanyl, 3-methoxyphenyl, 4-pyrid-3-ylphenyl, 4-pyrid-4-
ylphenyl, 4-(3-dimethylaminophenyl)phenyl, 4-(3-furanyl)
phenyl, 2-phenylpyrid-4-yl, 2-(3-methoxyphenyl)pyrid-3-yl,
2-phenylfur-4-yl, and 2-pyrid-4-yl)pyrid-5-yl.

A specific value for A is N.

A specific value for A is C—R*.
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A specific compound of the invention is a compound which
is:

or

OCH;
H;CO
AN OCH;
@7
H;CO N
e
CH;CH;080;
OCH;
H;CO O
AN OCH;
[P 4
H;CO N
| ®

CH,;CH;080;

or a salt thereof.

A specific value for B~ is C17, Br™, I, CF;80,", malate,
fumarate, formate, tosylate, methanesulfonate, acetate, cit-
rate, malonate, tartrate, succinate, benzoate, ascorbate, a-ke-
toglutarate, or a-glycerophosphate.

A specific value for D™ is C17, Br~, I, CF;SO,~, malate,
fumarate, formate, tosylate, methanesulfonate, acetate, cit-
rate, malonate, tartrate, succinate, benzoate, ascorbate, a-ke-
toglutarate, or a-glycerophosphate.

A specific value for 2~ is C17, Br™, I, CF;S0,~, malate,
fumarate, formate, tosylate, methanesulfonate, acetate, cit-
rate, malonate, tartrate, succinate, benzoate, ascorbate, a-ke-
toglutarate, or a-glycerophosphate.

A specific value for B7is: C17, Br~, I", CH;S0O,~, CF;S0; 7,
p-CH;C,H, SO;", citrate, tartrate, malate, fumarate, for-
mate, or acetate.

A specific value for D™ is: CI7, Br-, I, CH;S0;7,
CF;S0;7, p-CH,CH,SO,™, citrate, tartrate, malate, fuma-
rate, formate, or acetate.

A specific value for 2~ is: C17, Br~, I, CH,SO;~, CF,S0;™,
p-CH,CH,SO,7, citrate, tartrate, malate, fumarate, formate,
or acetate.

A specific compound of the invention is a compound
wherein:

X is N;Y is C(R?); and R? is R®; or

X is N; Y is C(R'®); and R? is R%; or
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X is N*—R™¥ (Z7); Y is C(R'?); and R® is R; or

X is N;Y is C(R'®); and R? is R®; or

X is W—R’!; Y is C(R>?); W is N; and R*" is absent; or

X is W—R1, Y is C(R*?); W is N*D~; and R*! is (C,-Cy)
alkyl, aryl, or aryl(C,-Cy)alkyl; or

X is *NR¥*)R®*) B7; and Y is CR®?).

A specific compound of the invention is a compound
wherein:

X is C(RY); Y is N; and R? is R° or

X is C(R') or CR?"); Y is N*—R'* (Z7); and R? is R%; or

X is C(R'®) or C(R?");Y is N; and R? is R”.

A specific compound of the invention is a compound
wherein:

X is C(R*®); Y is C(R'); and R? is R?; or

Xis C(RY);Y is C(R'?); and R? is R®; or

X is C(R*°);Y is C(R*'); and R? is R®; or

X is W—R>!; Y is C(R>?); W is C; and R®! is hydrogen,
—N*(R**),D", —C(=NR>*)~NR**R*), —NR*—C
(:NRSb)fNRS cRS d, fNRS gRSh, fNRS ceic (:NRS cb)
R3¢, —NR***—C(=0)—NR>**R>*, or (C,-C,)alkyl that is
substituted with one or more RY.

A specific compound of the invention is a compound
wherein:

X is N;Y is C(R?); and R? is R®; or

X is N;Y is C(R*®); and R? is R%; or

Xis N*—R* (Z7); Y is C(R'?); and R? is R®; or

X is N;Y is C(R*?); and R? is R®.

A specific compound of the invention is a compound
wherein:

Xis C(R"); Y is N; and R? is R® or

X is C(R*®) or C(R?!); Y is N*—R'* (Z7); and R? is R®; or

X is C(R'®) or C(R?");Y is N; and R? is R”.

A specific compound of the invention is a compound
wherein:

X is C(R'®);Y is C(R'); and R? is R®; or

Xis C(RY);Y is C(R'?); and R? is R®; or

X is C(R*°); Y is C(R*!); and R is R®.

A specific compound ofthe invention is a compound of any
one of the Examples hereinbelow or a salt or prodrug thereof.

Generally, compounds of the invention including com-
pounds of formula [ as well as synthetic intermediates that can
be used for preparing compounds of formula I, can be pre-
pared as illustrated in the following Schemes. It is understood
that variable groups (e.g. R*-R'>, A, W, X, Y, etc.) shown in
the Schemes below can represent the final groups presentin a
corresponding compound of formula I or that these groups
can represent groups that can be converted to the final groups
present in a corresponding compound of formula I at a con-
venient point in a synthetic sequence. For example, in the
Schemes below, the variable groups can contain one or more
protecting groups that can be removed at a convenient point in
a synthetic sequence to provide the corresponding final
groups in the compound of formula I.

When R* is an aryl or heteroaryl substituent it can conve-
niently be introduced into a compound of formula I as illus-
trated in Scheme 1.
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Scheme 1
RS v /OH
RS 3 R4—B\
X OH
Y
R’ x7
RS
R? R*
RS R?
AN
P
R’ xZ
RS
V =Br, OTf

When R’ is an aryl or heteroaryl substituent it can conve-
niently be introduced into a compound of formula I as illus-
trated in Scheme 2.

Scheme 2
v R4 OH
R°—B
RS R?
X on
=Y
R’ x7
RS
R? R*
RS R?
AN
Y
R’ xZ
RS
V =Br, OTf

When R® is an aryl or heteroaryl substituent it can conve-
niently be introduced into a compound of formula I as illus-
trated in Scheme 3.

Scheme 3
RS R4 OH
; R6—3B
V. R
OH
Y
R’ xZ
RS
R? R*
RS R?
AN
P
R’ xZ
RS
V =Br, OTf
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. When R.7 is an aryl or heteroaryl substituent it can conve- -continued
niently be introduced into a compound of formula I as illus- RS -
trated in Scheme 4.
RS R}
5 \
Scheme 4
P
RS R OH R’ N@ R? or RS
R7 B/ 8 | 13
RS R3 \ R R 1©
OH 10
—_—
=Y
v X/
R® A compound of formula I wherein Y is N—R** can con-
15 veniently be prepared from a corresponding compound
whereinY is N as illustrated in Scheme 6.
RS R*
RS R 20 Scheme 6
A RS R?
=z RS R3 — R4
. Z N I—R
R® 25 N
V =Br, OTf R F
R® R!
30
A compound of formula I wherein X is N—R*® can con-
veniently be prepared from a corresponding compound RS R¢
wherein X is N as illustrated in Scheme 5.
RS R}
35 A
Scheme 5 @ N
R S R

RS R*
8 1
RS R} R R
A 40 1@
I—R"Y
F
R’ N R? or RIS . .
Scheme 7 illustrates a general method for preparing 5-sub-
RS

stituted 2-(substituted phenyl)naphthalenes, 2-(pyridin-2-yl)
naphthalenes, and 2-(pyrimidin-2-yl)naphthalenes.

Scheme 7
R* (¢] R* (0]
THO0
R3 2 R3
HO TfO
RS RS 1

1
B(OH),
x N, B(OH),
(T
=N CH; CH;
N / N
CH; N
B(OH), \

B(OH), CH;
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CH;
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-continued

OH

OTf

RS

R* 0 R* 0
R3 R3
N,
A
51 15
R¥ CH; PA R
N\
CH;
l Dehydrogenate l
R* OH R* OH
R3 R3
N,
O )
51 51
R CH; N R
N\
CH;
lezo lezo
R* OTf R* OTf
R3 R?
N,
=
R! /CH3 2N R3!
N
\
CH;
R* R’ R* R’
R? R3
N,
A
R FHs P R’
N
CH;
CHgll CHgll
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R* RS R* R’ R* RS
R3 R3 R3
N,
| A
® 51 R3LCH; N RIS
SN-CH; NZ Z o™ cH,
HC” ) ®| ~cH;
CH; CH;
Scheme 8 illustrates a method for preparing various 5-sub-
stituted 2-(phenyl)naphthalenes and 2-(heteroaryl)naphtha-
lenes.
Scheme 8
Bn Bn
R*  ©OH R 07 R*  OH R* 07
R3 RS R? RS R? R® R3 R®
HO R’ HO R’ Bn R’ 0 R’
RS! RS R! RS RS! RS Bn/ RS! RS
szol szol

1

Bn N OH
4 - /
R 0 / AN B\
3 6
R R — o /OH
N R°—B
N / o \
X R H;C ol
| X RSI RS
=

le; Pd/C

Bn
R4 o~ R4 oTt
R3 R® R3 R®
N /OH THO R o ‘ ‘ R’
/ \ B Bn/
\ RS RS RS 1 RS
—N on

lezo
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B
R4 o
R3 R®
R7
RSI RS
N
| cn;
CH;
lHZ; Pd/C
leZO

R* R’
R3
N
N
P N RS! R

Bn'

Rr3

92

R* R?

RS

R’

OH
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Scheme 9 illustrates a method for preparing 5-substituted
2-(phenyl)naphthalenes and 2-(heteroaryl)naphthalenes.

Scheme 9
(I)H
B
~on
R* © R* O
3 3
R R ,N\
H;C CH;
e _—
HO TIO
RSI RSI
(I)H
B
| \ \OH
2N l
R* R’
R3
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Scheme 10 illustrates a method for the preparation of vari- s
ous 4-substituted 2-phenylnaphthalenes and 2-(heteroaryl)
naphthalenes.

Scheme 10
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Scheme 11 illustrates a method for the preparation of vari-
ous 4-substituted 2-(phenyl)naphthalenes or 4-substituted

2-(heteroaryl)naphthalenes.
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Scheme 12 illustrates a method for preparing 5-substituted
2-[2-(dimethylamino)phenyl]|-naphthalenes using the car-
banion of tetralone and aryl halides.
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Scheme 13 illustrates the use of 2-naphthyl boronates to
form 2-[2-amino)phenyl]- and 2-pyrimidinyl-naphthalene

compounds.
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Scheme 14 illustrates the use of 2-naphthyl boronates to
form 2-[2-amino)phenyl]- and 2-pyrimidinyl-naphthalene

compounds.
Scheme 14
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Scheme 15 illustrates a method for preparing various
4-substituted 2-phenyl-aminonaphthalenes using substi-
tuted-1-amino-4-bromo-2-hydroxynaphthalenes as interme-
diates.
Scheme 15
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Scheme 17 illustrates a method for preparing 4-substi-
tuted-2-phenylquinolines using 2,4-dibromonaphthalenes.
Scheme 17
Br RS Br RS OH Br RS
R*—B
e RS HCI0,4, CH;CN e RS R3 RS
= H,0, Na,CO; = oH Z
_—_— —_—
A
Br N R’ 0 N R’ 0 N R’
H H
RS RS RS
RSG'
R*  R? /OH
R3 R6 B
\
< OH
x
TfO N R’

RS




US 9,102,617 B2
113 114

Scheme 18 illustrates a method for preparing 4-aryl-2-
phenylquinolines using 4-aryl-2-quinolones, which can be
synthesized by a variety of established methods.
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Scheme 19 illustrates a method for preparing S-substi-
tuted-2-phenylquinolines with varied 6'-substituents from
5-bromo-2-quinolinones.
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Scheme 20 illustrates a method for preparing 5-substituted
phenyl and 5-substituted pyridyl 2-phenylquinolines with
varied 6'-substituents from 5-phenyl- and 5-(2-pyridyl)-2-

quinolinones.
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Scheme 21 illustrates a method for varying substituents at
the R*%-position by incorporation of a R>*®-protected phenol
within an organoboronate that can be used to prepare various
compounds as exemplified for 2-(2'-aminophenyl)naphtha-
lene analogs.
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Scheme 22 illustrates a method for varying substituents at
the R*%-position by incorporation of a R>*-phenyl within an 30
organoboronate that can be used to prepare various com-
pounds as exemplified for 2-(3'-phenylpyridin-2'-yl)naphtha-
lene analogs.
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Scheme 23 illustrates a general method for the preparation

of 3-phenylquinoline and 1-alkyl-3-phenylquinolinium com-
pounds with varied 3'-substituents.
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Scheme 24 illustrates a method for the preparation of sub-
stituted  3'phenyl-4',5'-dimethoxyphenyl-6,7-dimethoxy-3-

122

phenylquinoline compounds and their methylquinolinium
iodide derivatives.

Scheme 24
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Scheme 25 illustrates a general method for the preparation
of substituted 3'phenyl-4',5'-dimethoxyphenyl-6,8-
dimethoxy-3-phenylquinoline compounds and their meth-
ylquinolinium iodide derivatives.
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Scheme 26 illustrates a general method for the preparation
of substituted 3'-phenyl-4',5'-dimethoxyphenyl-6,7-
dimethoxy-3,4-diphenylquinoline compounds and their
methylquinolinium iodide derivatives.
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Scheme 27 illustrates a general method for the preparation
of substituted 3'-phenyl-4',5'-dimethoxyphenyl-6,7- 50
dimethoxy-3,5-diphenylquinoline compounds and their
methylquinolinium iodide derivatives.
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x OCH; 25 Scheme 28 illustrates a general method for the preparation
> of substituted 2-substituted 3.4,9,10-tetramethoxybenzo[a]
N
acridines and their 7-methylbenzo[a]acridinium derivatives.
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By binding to FtsZ, the compounds of the present invention
inhibit the ability of the protein to hydrolyze GTP. This inhi-
bition of FtsZ GTPase activity, in turn, inhibits the ability of
the protein to polymerize into Z-rings, as Z-ring formation
requires GTP hydrolysis as an energy source for driving the
reaction. Since the Z-ring serves as the scaffold for recruit-
ment of all other proteins that comprise the divisome com-
plex, inhibition of Z-ring formation by the compounds of the
present invention also results in a corresponding inhibition of
divisome protein recruitment.

The compounds of the invention are useful to treat bacterial
infections including infections by Gram-negative bacterial
strains, Gram-positive bacterial strains and multiple drug-
resistant bacterial strains

Gram-negative bacterial strains include Escherchia coli,
Caulobacter crescentus, Pseudomonas aeruginosa, Agro-
bacterium tumefaciens, Branhamella catarrhalis, Citro-
bacter diversus, Enterobacter aerogenes, Enterobacter cloa-
cae, Enterobacter sakazakii, Enterobacter asburiae, Pantoea
agglomerans, Klebsiella pneumoniae, Klebsiella oxytoca,
Klebsiella rhinoscleromatis, Proteus mirabilis, Salmonella
typhimurium, Salmonella enteriditis, Serratia marcescens,
Shigella sonnei, Neisseria gonorrhoeae, Acinetobacter bau-
mannii, Acinetobacter calcoaceticus, Acinetobacter Iwoffi,
Fusobacterium nucleatum, Veillonella parvula, Bacteroides
forsythus, Actinobacillus actinomycetemcomitans, Aggre-
gatibacter actinomycetemcomitans, Porphyromonas gingi-
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valis, Helicobacter pylori, Francisella tularensis, Yersinia
pestis, Borrelia burgdorferi, Neisseria meningitidis and Hae-
mophilus influenza.

Gram-positive bacterial strains include Staphylococcus
aureus, Staphylococcus — epidermidis,  Staphylococcus
saprophyticus, Streptococcus pyogenes, Streptococcus
faecalis, Enterococcus faecalis, Enterococcus faecium,
Bacillus subtilis, Bacillus anthracis, Bacillus cereus, Micro-
coccus luteus, Mycobacterium tuberculosis, Clostridium dif-
ficile, Propionibacterium acnes, Streptococcus mutans, Acti-
nomyces viscosus, Actinomyces naeslundii, Streptococcus
sanguis, Streptococcus pneumoniae, Streptococcus viridans
and Streptococcus salivarius.

Multiple drug-resistant bacterial strains include methicil-
lin-resistant Staphylococcus aureus, vancomycin-resistant
Enterococci, multiple drug-resistant Mycobacterium tuber-
culosis, and multidrug-resistant Clostridium difficile.

In one embodiment compounds of the present invention
may be administered as a composition used to treat and/or
prevent a bacterial infection wherein the bacterial cell uses
polymerized FtsZ protein, or a homolog thereof, to facilitate
cytokinesis. To this end, compounds of the present invention
may be administered to treat Staph Infections, Tuberculosis,
Urinary Tract Infections, Meningitis, Enteric Infections,
Wound Infections, Acne, Encephalitis, Skin Ulcers, Bed
Sores, Gastric and Duodenal Ulcers, Eczema, Periodontal
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disease, Gingivitis, Halitosis, Anthrax, Tularemia,
Endocarditis, Prostatitis, Osteomyelitis, Lyme Disease,
Pneumonia, or the like.

The compositions can, if desired, also contain other active
therapeutic agents, such as a narcotic, a non-steroid anti-
inflammatory drug (NSAID), an analgesic, an anesthetic, a
sedative, a local anesthetic, a neuromuscular blocker, an anti-
cancer, other antimicrobial (for example, an aminoglycoside,
an antifungal, an antiparasitic, an antiviral, a carbapenem, a
cephalosporin, a fluororquinolone, a macrolide, a penicillin, a
sulfonamide, a tetracycline, another antimicrobial), an anti-
psoriatic, a corticosteriod, an anabolic steroid, a diabetes-
related agent, a mineral, a nutritional, a thyroid agent, a vita-
min, a calcium-related hormone, an antidiarrheal, an anti-
tussive, an anti-emetic, an anti-ulcer, a laxative, an
anticoagulant, an erythropieitin (for example, epoetin alpha),
a filgrastim (for example, G-CSF, Neupogen), a sargra-
mostim (GM-CSF, Leukine), an immunization, an immuno-
globulin, an immunosuppressive (for example, basiliximab,
cyclosporine, daclizumab), a growth hormone, a hormone
replacement drug, an estrogen receptor modulator, a mydri-
atic, a cycloplegic, an alkylating agent, an anti-metabolite, a
mitotic inhibitor, a radiopharmaceutical, an anti-depressant,
an anti-manic agent, an anti-psychotic, an anxiolytic, a hyp-
notic, a sympathomimetic, a stimulant, donepezil, tacrine, an
asthma medication, a beta agonist, an inhaled steroid, a leu-
kotriene inhibitor, a methylxanthine, a cromolyn, an epineph-
rine or analog thereof, dornase alpha (Pulmozyme), a cytok-
ine, or any combination thereof.

The term “prodrug” as used herein refers to any compound
that when administered to a biological system (e.g. a mammal
such as a human) generates the drug substance, i.e. active
ingredient, as a result of spontaneous chemical reaction(s),
enzyme catalyzed chemical reaction(s), photolysis, and/or
metabolic chemical reaction(s) or by some other process. A
prodrug is thus a modified (e.g. covalently modified) analog
or latent form of a therapeutically-active compound. A pro-
drug may also be an active metabolite or therapeutically-
active compound itself.

By way of example a prodrug may generate the active
inhibitory compound during metabolism, systemically,
inside a cell, by hydrolysis, enzymatic cleavage, or by some
other process (Bundgaard, Hans, “Design and Application of
Prodrugs” in A Textbook of Drug Design and Development
(1991), P. Krogsgaard-Larsen and H. Bundgaard, Eds. Har-
wood Academic Publishers, pp. 113-191; Tranoyl-Opalinski,
1., Fernandes, A., Thomas, M., Gesson, J.-P., and Papot, S.,
Anti-Cancer Agents in Med. Chem., 8 (2008) 618-637).
Enzymes which are capable of an enzymatic activation
mechanism with the prodrug compounds of the invention
include, but are not limited to nitroreductase, proteases (e.g.
serine proteases such as prostate specific antigen (PSA), ami-
dases, esterases, microbial enzymes, phospholipases, cho-
linesterases, and phosphases).

Processes for preparing compounds of formula I are pro-
vided as further embodiments of the invention and are illus-
trated by the following procedures in which the meanings of
the generic radicals are as given above unless otherwise quali-
fied.

In cases where compounds are sufficiently basic or acidic,
a salt of a compound of formula I can be useful as an inter-
mediate for isolating or purifying a compound of formula 1.
Additionally, administration of a compound of formula I as a
pharmaceutically acceptable acid or base salt may be appro-
priate. Examples of pharmaceutically acceptable salts are
organic acid addition salts formed with acids which form a
physiological acceptable anion, for example, tosylate, meth-
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anesulfonate, acetate, citrate, malonate, tartrate, succinate,
benzoate, ascorbate, a-ketoglutarate, and a-glycerophos-
phate. Suitable inorganic salts may also be formed, including
hydrochloride, sulfate, nitrate, bicarbonate, and carbonate
salts. Salts may be obtained using standard procedures well
known in the art, for example by reacting a sufficiently basic
compound such as an amine with a suitable acid affording the
corresponding anion. Alkali metal (for example, sodium,
potassium or lithium) or alkaline earth metal (for example
calcium) salts of carboxylic acids can also be made.

Pharmaceutically suitable counterions include pharmaceu-
tically suitable cations and pharmaceutically suitable anions
that are well known in the art. Examples of pharmaceutically
suitable anions include, but are not limited to those described
above (e.g. physiologically acceptable anions) including C17,
Br~, I", CH,;S80,", CF,S0;", p-CH,C,H,SO,", citrate, tar-
trate, malate, fumarate, formate, or acetate.

It will be appreciated by those skilled in the art that a
compound of the invention comprising a counterion can be
converted to a compound of the invention comprising a dif-
ferent counterion. Such a conversion can be accomplished
using a variety of well known techniques and materials
including but not limited to ion exchange resins, ion exchange
chromatography and selective crystallization.

The compounds of formula I can be formulated as phar-
maceutical compositions and administered to a mammalian
host, such as a human patient in a variety of forms adapted to
the chosen route of administration, i.e., orally or parenterally,
by intravenous, intramuscular, topical or subcutaneous
routes.

Thus, the present compounds may be systemically admin-
istered, e.g., orally, in combination with a pharmaceutically
acceptable vehicle such as an inert diluent, excipient or an
assimilable edible carrier. They may be enclosed in hard or
soft shell gelatin capsules, may be compressed into tablets, or
may be incorporated directly with the food of the patient’s
diet. For oral therapeutic administration, the active compound
may be combined with one or more excipients and used in the
form of ingestible tablets, buccal tablets, troches, capsules,
elixirs, suspensions, syrups, wafers, and the like. Such com-
positions and preparations should contain at least 0.1% of
active compound. The percentage of the compositions and
preparations may, of course, be varied and may conveniently
be between about 2 to about 90% of the weight of a given unit
dosage form. The amount of active compound in such thera-
peutically useful compositions is such that an effective dos-
age level will be obtained.

The tablets, troches, pills, capsules, and the like may also
contain the following: binders such as gum tragacanth, aca-
cia, corn starch or gelatin; excipients such as dicalcium phos-
phate; a disintegrating agent such as corn starch, potato
starch, alginic acid and the like; a lubricant such as magne-
sium stearate; and a sweetening agent such as sucrose, fruc-
tose, lactose or aspartame or a flavoring agent such as pep-
permint, oil of wintergreen, or cherry flavoring may be added.
When the unit dosage form is a capsule, it may contain, in
addition to materials of the above type, a liquid carrier, such
as a vegetable oil or a polyethylene glycol. Various other
materials may be present as coatings or to otherwise modify
the physical form of the solid unit dosage form. For instance,
tablets, pills, or capsules may be coated with gelatin, wax,
shellac or sugar and the like. A syrup or elixir may contain the
active compound, sucrose or fructose as a sweetening agent,
methyl and propylparabens as preservatives, a dye and fla-
voring such as cherry or orange flavor. Of course, any material
used in preparing any unit dosage form should be pharma-
ceutically acceptable and substantially non-toxic in the
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amounts employed. In addition, the active compound may be
incorporated into sustained-release preparations, particles,
and devices.

The active compound may also be administered intrave-
nously or intramuscularly by infusion or injection. Solutions
of the active compound or its salts can be prepared in water,
optionally mixed with a nontoxic surfactant. Dispersions can
also be prepared in glycerol, liquid polyethylene glycols,
triacetin, and mixtures thereof and in oils. Under ordinary
conditions of storage and use, these preparations contain a
preservative to prevent the growth of microorganisms.

The pharmaceutical dosage forms suitable for injection or
infusion can include sterile aqueous solutions or dispersions
or sterile powders comprising the active ingredient which are
adapted for the extemporaneous preparation of sterile inject-
able or infusible solutions or dispersions, optionally encap-
sulated in liposomes. In all cases, the ultimate dosage form
should be sterile, fluid and stable under the conditions of
manufacture and storage. The liquid carrier or vehicle can be
a solvent or liquid dispersion medium comprising, for
example, water, ethanol, a polyol (for example, glycerol,
propylene glycol, liquid polyethylene glycols, and the like),
vegetable oils, nontoxic glyceryl esters, and suitable mixtures
thereof. The proper fluidity can be maintained, for example,
by the formation of liposomes, by the maintenance of the
required particle size in the case of dispersions or by the use
of surfactants. The prevention of the action of microorgan-
isms can be brought about by various antibacterial and anti-
fungal agents, for example, parabens, chlorobutanol, phenol,
sorbic acid, thimerosal, and the like. In many cases, it will be
preferable to include isotonic agents, for example, sugars,
buffers or sodium chloride. Prolonged absorption of the
injectable compositions can be brought about by the use in the
compositions of agents delaying absorption, for example,
aluminum monostearate and gelatin.

Sterile injectable solutions are prepared by incorporating
the active compound in the required amount in the appropri-
ate solvent with various of the other ingredients enumerated
above, as required, followed by filter sterilization. In the case
of sterile powders for the preparation of sterile injectable
solutions, the preferred methods of preparation are vacuum
drying and the freeze drying techniques, which yield a pow-
der of the active ingredient plus any additional desired ingre-
dient present in the previously sterile-filtered solutions.

For topical administration, the present compounds may be
applied in pure form, i.e., when they are liquids. However, it
will generally be desirable to administer them to the skin as
compositions or formulations, in combination with a derma-
tologically acceptable carrier, which may be a solid or a
liquid.

Usetul solid carriers include finely divided solids such as
talc, clay, microcrystalline cellulose, silica, alumina, nano-
particles, and the like. Useful liquid carriers include water,
alcohols or glycols or water-alcohol/glycol blends, in which
the present compounds can be dissolved or dispersed at effec-
tive levels, optionally with the aid of non-toxic surfactants.
Adjuvants such as fragrances and additional antimicrobial
agents can be added to optimize the properties for a given use.
The resultant liquid compositions can be applied from absor-
bent pads, used to impregnate bandages and other dressings,
or sprayed onto the affected area using pump-type or acrosol
sprayers.

Thickeners such as synthetic polymers, fatty acids, fatty
acid salts and esters, fatty alcohols, modified celluloses or
modified mineral materials can also be employed with liquid
carriers to form spreadable pastes, gels, ointments, soaps, and
the like, for application directly to the skin of the user.
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Useful dosages of the compounds of formula I can be
determined by comparing their in vitro activity, and in vivo
activity in animal models. Methods for the extrapolation of
effective dosages in mice, and other animals, to humans are
known to the art; for example, see U.S. Pat. No. 4,938,949.

The amount of the compound, or an active salt or derivative
thereof, required for use in treatment will vary not only with
the particular salt selected but also with the route of admin-
istration, the nature of the condition being treated and the age
and condition of the patient and will be ultimately at the
discretion of the attendant physician or clinician.

In general, however, a suitable dose will be in the range of
from about 0.1 to about 500 mg/kg, e.g., from about 0.5 to
about 400 mg/kg of body weight per day, such as 1 to about
250 mg per kilogram body weight of the recipient per day.

The compound is conveniently formulated in unit dosage
form; for example, containing 0.5 to 500 mg, 1 to 400 mg, or
0.5 to 100 mg of active ingredient per unit dosage form. In one
embodiment, the invention provides a composition compris-
ing a compound of the invention formulated in such a unit
dosage form.

The desired dose may conveniently be presented in a single
dose or as divided doses administered at appropriate intervals,
for example, as two, three, four or more sub-doses per day.
The sub-dose itself may be further divided, e.g., into a number
of discrete loosely spaced administrations.

The ability of a compound of the invention to alter the
polymerization dynamics of FtsZ can be determined using a
method like Test A described below.

Test A. Determining the Impact of the Compounds of the
Invention on FtsZ Polymerization Dynamics.

Compound-induced alteration in FtsZ polymerization
dynamics can be tested using a light scattering-based compe-
tition binding assay using purified FtsZ. Upon addition of
GTP, FtsZ self-associates to form polymeric structures that
scatter light at 340 nm to a greater extent than the monomeric
protein. The impact of the compounds of the invention on the
polymerization dynamics of FtsZ can be detected by an
increase of decrease in the extent of GTP-induced light scat-
tering relative to that observed in the absence of compound.
Quantitation of the overall extent of light scattering as a
function of compound concentration to yield a compound
concentration at which FtsZ polymerization is inhibited by
50% (ICsp) provides an indication of the potency of that
compound at altering FtsZ polymerization dynamics.

The ability of a compound of the invention to inhibit FtsZ
GTPase activity can be determined using a method like Test B
described below.

Test B. Determining the FtsZ GTPase Inhibitory Activities of
Compounds of the Invention.

Compound-induced inhibition of the FtsZ GTPase activity
can be tested using a colorimetric assay in which the inor-
ganic phosphate (P,) released upon FtsZ-catalyzed hydrolysis
of GTP reacts with malachite green and molybdate under
acidic conditions to form a ternary complex that absorbs light
at 650 nm, thus enabling quantitation of P, levels by recording
the absorbance at 650 nm (Ags,). Differing concentrations of
test compound are combined with GTP and the reactions (run
in triplicate) are initiated by addition of FtsZ. After incubation
for 60 minutes at room temperature, the reactions are stopped
by addition of an acidic malachite green-molybdate solution
containing malachite green oxalate, sodium molybdate, Tri-
ton X-100, and 0.7 N HCI. For the purposes of generating a
standard curve, each experiment includes reactions contain-
ing known concentrations of monobasic potassium phosphate
(KH,PO,) in place of FtsZ. Ten minutes following addition of
the acidic malachite green-molybdate solution, the A .5, value
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for each reaction is recorded. A standard curve of A5, versus
P, concentration is constructed using the average A, value
obtained for each known KH,PO, concentration. This stan-
dard curve is then fit by linear regression analysis to yield the
quantitative relationship between A5, and P, concentration.
The resulting relationship as well as the average A, value
for each test reaction is used to calculate the concentrations of
P, released by the GTPase activity of FtsZ. The released P,
concentration in the absence of test compound is set as the

136

mark for 100% GTPase activity, and is used to calculate the
percent GTPase activities in reactions containing test com-
pounds. The percent GTPase activity is then plotted as a
function of log (compound concentration), with the resulting
curves being fit using an appropriate sigmoidal relationship to
obtain the compound concentrations at which GTPase activ-
ity is inhibited by 50% (ICs, values). These ICs, values pro-
vide quantitative measures of the potencies with which the
test compounds of the invention inhibit FtsZ GTPase activity.

TABLE 1

Minimal Inhibitory Concentrations against MSSA for representative compounds of the

Invention

MIC vs MSSA  MIC vs MRSA

Example Structure (ug/ml) (ug/ml)
Example 2 O =8.0 —
OCH;
AN ] OCH;
=
N*
| T
CH;
Example 4 F 16.0 —
OCH;
I l OCH;
=
N*
| T
CH;
Example 6 F <8.0 —
OCH;
AN ] OCH;
P
N*
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Minimal Inhibitory Concentrations against MSSA for representative compounds of the

Invention
MIC vs MSSA MIC vs MRSA
Example Structure (ug/ml) (ug/ml)
Example 8 F F <8.0 —
OCH;3
A OCH;
P
N*
| r
CH;z
Example 11 =8.0 =8.0

I OCH;

AN OCH;
Z
N*
| r
CH;
Example 13 O =8.0 —
OCH;
H;CO O
AN OCH;
=

H;CO N*
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Minimal Inhibitory Concentrations against MSSA for representative compounds of the

Invention
MIC vs MSSA MIC vs MRSA
Example Structure (ug/ml) (ug/ml)
Example 14 =8.0 —
OCH;
H;CO.
AN OCH;
=
H;CO N*
HI'
Example 16 =8.0 —
OCH;
H;CO.
AN OCH;
P
H;CO N*
| r
Example 19 =8.0 =8.0
OCH;
H;CO
AN OCH;
=
H;CO N*

I
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Minimal Inhibitory Concentrations against MSSA for representative compounds of the

Invention
MIC vs MSSA MIC vs MRSA
Example Structure (ug/ml) (ug/ml)
Example 21 ‘ =8.0 —
OCH;
H;CO. ‘
AN OCH;
=
H;CO N*
| r
Example 22 ‘ =8.0 —
OCH;
H;CO ‘
x OCH;
P
H;CO N*
I
Example 25 =8.0 —
OCH;
O
< AN OCH,
O N+/
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Minimal Inhibitory Concentrations against MSSA for representative compounds of the

Invention
MIC vs MSSA MIC vs MRSA
Example Structure (ug/ml) (ug/ml)
Example 26a =8.0 —
OCH;3
O
< AN OCH;

&
N*

Example 28 =8.0 —

Example 30 =8.0 —
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Minimal Inhibitory Concentrations against MSSA for representative compounds of the

Invention
MIC vs MSSA MIC vs MRSA
Example Structure (ug/ml) (ug/ml)
Example 31 =8.0 —
OCH;3
A OCH;
=
N
NH;" TFA-
Example 33 O =8.0 —
F
A l F
N/
| ® 9
CH;
Example 35 =8.0 =8.0

\_/
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Minimal Inhibitory Concentrations against MSSA for representative compounds of the

Invention
MIC vs MSSA  MIC vs MRSA
Example Structure (ug/ml) (ug/ml)
Example 36 =8.0 =8.0
NH,
Example 37 =8.0 =8.0
i
HN NH,
Example 38 =8.0 —

NH,
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Minimal Inhibitory Concentrations against MSSA for representative compounds of the

Invention
MIC vs MSSA  MIC vs MRSA
Example Structure (ug/ml) (ug/ml)
Example 39 =8.0 —
i
HN NH,
Example 40 =8.0 —

==

LN NH,

Example 41 =8.0 =8.0

NH,
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Minimal Inhibitory Concentrations against MSSA for representative compounds of the

Invention
MIC vs MSSA  MIC vs MRSA
Example Structure (ug/ml) (ug/ml)
Example 42 =8.0 =8.0

NH

>;

N NH,

Example 43 CF3 =8.0 —

OMe

Y=+

H,N NH,

Example 44 CF3 =8.0 —

OMe

NH,
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Minimal Inhibitory Concentrations against MSSA for representative compounds of the

Invention
MIC vs MSSA  MIC vs MRSA
Example Structure (ug/ml) (ug/ml)
Example 45 CF3 =8.0 —
OMe

Example 46 v =8.0 —

=+

H,N NH,

Example 47 CF; =8.0 —

Me

Y=+

LN NH,
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Minimal Inhibitory Concentrations against MSSA for representative compounds of the

Invention
MIC vs MSSA MIC vs MRSA
Example Structure (ug/ml) (ug/ml)
Example 50 =8.0 —
OCH;3
OCH;3
N @
SN ©
Example 51 Br <8.0 —
NH
LN /K NH
Example 52 Cl <8.0 —

NH

LN NH
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Minimal Inhibitory Concentrations against MSSA for representative compounds of the

Invention
MIC vs MSSA MIC vs MRSA
Example Structure (ug/ml) (ug/ml)
Example 53 CF3 =8.0 —
NH
HN)\ NH,
Example 55 CF3 =8.0 —
NH
HN)\ NI,
Example 56 =8.0 =8.0
NH

NH,
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Minimal Inhibitory Concentrations against MSSA for representative compounds of the

Invention
MIC vs MSSA  MIC vs MRSA
Example Structure (ug/ml) (ug/ml)
Example 58 =8.0 —
MeO OMe NH
OMe )\
HN NH,
Example 59 =8.0 =8.0
N
Example 60 32.0 —

/\
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Minimal Inhibitory Concentrations against MSSA for representative compounds of the

Invention
MIC vs MSSA  MIC vs MRSA
Example Structure (ug/ml) (ug/ml)
Example 61 =8.0 =8.0
N
~
Example 62 =8.0 =8.0
N
\/\ NH,
Example 63 =8.0 =8.0
I@ @/
N
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Minimal Inhibitory Concentrations against MSSA for representative compounds of the

Invention
MIC vs MSSA MIC vs MRSA
Example Structure (ug/ml) (ug/ml)
Example 65 =8.0 —
~ ©
o
Example 67 =8.0 —
~/ ©
o0
Example 69 =8.0 —
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Minimal Inhibitory Concentrations against MSSA for representative compounds of the

Invention
MIC vs MSSA  MIC vs MRSA

Example Structure (ug/ml) (ug/ml)
Example 70 =8.0 =8.0

NH,
Example 71 =8.0 —

N
Example 72 =8.0 —

®_-
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Minimal Inhibitory Concentrations against MSSA for representative compounds of the

Invention
MIC vs MSSA  MIC vs MRSA
Example Structure (ug/ml) (ug/ml)
Example 74 F =8.0 —
I@
N
7o
Example 76 F =8.0 —
\@
/N
/| @
Example 78 =8.0 —
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Minimal Inhibitory Concentrations against MSSA for representative compounds of the

Invention
MIC vs MSSA MIC vs MRSA
Example Structure (ug/ml) (ug/ml)
Example 80 F <8.0 —
N 1@
RS

Example 82 F <8.0 —

~/ ©

-
Example 84 =8.0 —

I@ @/
0 N \/
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Minimal Inhibitory Concentrations against MSSA for representative compounds of the

Invention
MIC vs MSSA MIC vs MRSA
Example Structure (ug/ml)
Example 85 =8.0
O,
H\ Cle
OH N
VRS
Example 86 =8.0
O,
e} HN
~ ~
Example 87 =8.0
O,
H\ Cle
OH N
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Minimal Inhibitory Concentrations against MSSA for representative compounds of the

Invention
MIC vs MSSA  MIC vs MRSA
Example Structure (ug/ml)
Example 88 >64.0
O,
H - Cl@
OH N
e H
Example 89 =8.0
O,
/O NH,
Example 93 O =8.0
(S]

\/
/ ®
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Minimal Inhibitory Concentrations against MSSA for representative compounds of the

Invention
MIC vs MSSA  MIC vs MRSA
Example Structure (ug/ml) (ug/ml)
Example 95 =8.0 —
o |
Example 97 CF; =8.0 —
chd
. o / \
Example 100 =8.0 —
\i
/
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Minimal Inhibitory Concentrations against MSSA for representative compounds of the

Invention
MIC vs MSSA  MIC vs MRSA
Example Structure (ug/ml) (ug/ml)
Example 101 =8.0 —
O,
e} HN NH
/ \(
NH,
Example 102 =8.0 —
o
O
WYNH
NH,
Example 103 =8.0 —
O
O

N NH,
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Minimal Inhibitory Concentrations against MSSA for representative compounds of the

Invention
MIC vs MSSA  MIC vs MRSA
Example Structure (ug/ml) (ug/ml)
Example 104 =8.0 —
HN NH
NH,
Example 105 =8.0 —

HN NH

NH,

Example 106 =8.0 —
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Minimal Inhibitory Concentrations against MSSA for representative compounds of the

Invention
MIC vs MSSA MIC vs MRSA
Example Structure (ug/ml) (ug/ml)
Example 107 =8.0 —
AN
® ©
I
a N\
Example 112 =8.0 32
=
® I@
Z N\
Example 114 =8.0 =8.0
AN
(P~
N S]
| 1
Me
Example 116 \ =R.0 16
(P2
N
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Minimal Inhibitory Concentrations against MSSA for representative compounds of the

Invention
MIC vs MSSA  MIC vs MRSA
Example Structure (ug/ml) (ug/ml)
Example 118 AN 16.0 —
(P~
N ©
| 1
Example 120 =8.0 >32
A
®7
N ©
| 1
Example 122 =8.0 —
I
(P
N ©
| 1
Comparative >64.0 —
Example A N
Comparative >64.0 —

Example B
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The antibacterial activity of a compound of the invention
can be determined using a method like Test C described
below.

Test C. Planktonic (Free-Living) Antibacterial Assay.

Planktonic antibacterial activity can be determined using a
broth microdilution assay in which log-phase bacteria are
grown at 37° C. in appropriate medium containing two-fold
serial dilutions of a compound to yield a final concentration
ranging from 256 to 0.1 pg/ml. For determination of minimal
inhibitory concentration (MIC) values, bacterial growth is
monitored after 24 to 48 hours by measuring optical density at
600 nm. MIC values reflect the minimal compound concen-
trations at which bacterial growth is completely inhibited.
The minimal inhibitory concentration against methicillin-
sensitive Staphylococcus aureus (MSSA) for each of the fol-
lowing representative compounds of the invention was deter-
mined to be less than 32 pg/ml.

TABLE 2

Inhibition of S. aureus FtsZ Polymerization
and GTPase Activity by Representative Compounds
of the Invention

Compound Cs (ng/mL)
Example 19 <50
Example 41 <50
Example 42 <50
Example 63 <50
Example 104 <50
Example 112 <50
Example 114 <50
Example 120 <50

1IC50 reflects the compound concentration at which FtsZ polymerization and/or GTPase
activity is inhibited by 50%.

Representative compounds of the invention were also
tested against methicillin-resistant Staphylococcus aureus,
vancomycin-resistant Enterococcus faecalis and Enterococ-
cus faecium (VRE), vancomycin-sensitive Enterococcus
faecalis and Enterococcus faecium (VSE). Streptococcus
pyogenes, Streptococcus agalactiae, Clostridium difficile,
Propionibacterium acnes, Bacillus subtilis, and Escherichia
coli, and they were found to have significant antibacterial
activity.

The invention will now be illustrated by the following
non-limiting examples.

EXAMPLES

The following general methods A-C can be used to prepare
compounds of the invention.

General Methods of Preparation

A. Suzuki Reaction

A mixture of either the aryl triflate or aryl bromide (com-
mercially available), appropriate boronic acid (2 equiv.),
Cs,CO;, Pd (PPh,),Cl, (5 mol %) in dioxane was micro
waved for 15 minutes. The crude reaction mixture was diluted
with ethyl acetate and was filtered through a plug of Celite
and silica gel. The filtrate was concentrated under vacuo and
was subjected to flash column chromatography to afford the
desired product.

B. Quaternization

The starting material (approx. 100 mg-150 mg) was dis-
solved in methyliodide (1.5 ml-2 ml) in a sealed tube and was
heated at 80° C. for 15-30 minutes. The resulting solid was

10

15

20

25

30

35

40

45

50

55

60

186

then diluted with acetone, filtered and washed with diethyl
ether twice to afford the quaternary salts as pure solids.

C. Triflation Reaction

The required hydroxyl compound was dissolved in dichlo-
romethane to which added 2.0 equivalent of triethylamine and
1.5 equivalent of Tf,0 at -78° C. After the reaction is com-
pleted, the reaction mixture was diluted with more methylene
chloride which was then washed with saturated sodium bicar-
bonate and brine. The crude mixture was then purified by
flash column chromatography to afford the product.

Example 1

Preparation of Compound

OCH;

OCH;

=
Va
N

To a nitrogen-flushed mixture of 2,3-dimethoxy-5-(quino-
lin-3-yl)phenyl trifluoroethanesulfonate (0.10 g, 0.24 mmol),
bi-phenylboronic acid (72 mg, 0.36 mmol) and potassium
carbonate (83 mg, 0.60 mmol) in a mixture of acetonitrile (8
ml) and water (2 mL) at room temperature under nitrogen
were added palladium acetate (3 mg, 0.013 mmol) and Xphos
(13 mg, 0.027 mmol), the resultant mixture was heated at 90°
C. for 2 h. It was dried over MgSO,, filtered and concentrated
to a crude product. Purification by flash chromatography
(Si0,, EtOAc/hexane 0-50%) gave the desired product as a
paleoil (46 mg, 54%). 'H NMR (CDCl,, 400 MHz) : 3.65 (s,
3H), 3.97 (s, 3H), 6.91 (s, 1H), 7.28 (m, 2H), 7.40 (m, 2H),
7.52 (t,J=8.0 Hz, 1H), 7.59-7.68 (m, 7H), 7.82 (d, ]=8.0 Hz,
1H), 8.08 (d, J=8.0 Hz, 1H), 8.25 (s, 1H), 9.14 (s, 1H).

The requisite intermediate for the preparation of this com-
pound was prepared as follows.

a. Preparation of Compound

O~

B OCH;

OCH;

To a nitrogen-flushed mixture of triisopropylborate (4.6
ml, 20 mmol), (3-(benzyloxy)-4,5-dimethoxy)bromoben-
zene (5.20 g, 16.1 mmol) in a mixture of THF (40 mL) and
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toluene (160 mL) at —78° C. under nitrogen was added drop-
wise n-BulLi (1.0 M/THF, 13 mL) over 25 min. The resultant
mixture was stirred at =78° C. for 1 h, slowly warmed up to
-50° C. and quenched with 2N HCl (20 mL). The reaction
mixture was stirred at room temperature for 1 h. The organic
layer was sepatated and diluted with EtOAc (100 mL),
washed with brine twice and dried over Na,SO,, filtered and
concentrated. The crude oil slowly solidified and treated with
CH3CNto give a soft solid as the desired product. The mother
liquid was purified with flash column (SiO,, MeOH/CH,Cl,,
0-5%) to give the desired product. The total yield of combined
product was 3.52 g (75%). 'H NMR (CDCl,, 400 MHz) d:
3.97 (s, 6H), 5.25 (s, 2H), 7.31.

b. Preparation of Compound

: O
OCH;
AN ! OCH;
P
N

To a nitrogen-flushed mixture of 3-bromoquinoline (0.50
ml, 3.7 mmol), (3-(benzyloxy)-4,5-dimethoxyphenyl)bo-
ronic acid (1.26 g, 4.37 mmol) and potassium carbonate (2.0
g, 14.5 mmol) in a mixture of dioxane (25 mL) and water (5
ml) at room temperature under nitrogen was added tetrakis
(triphenylphosphine)palladium (0.20 g, 0.17 mmol), the
resultant mixture was heated at 100° C. for 4 h. It was dried
over MgSQ,, filtered and concentrated and purified with flash
column (Si0,, EtOAc/hexane 10-30%) to give the desired
product as a pale oil (1.33 g, 96%). '"H NMR (CDCl,, 400
MH?z) d: 3.96 (s, 3H), 3.97 (s, 3H), 5.25 (s, 2H), 6.90 (dd,
J=12.0Hz,4.0Hz, 2H), 7.33 (m, 1H), 7.38-7.41 (m, 2H), 7.49
m, 2H), 7.58 (m, 1H), 7.87 (d, J=8.0 Hz, 1H), 8.13 (d, I=8.0
Hz, 1H), 8.19 (s, 1H), 9.07 (m, 1H).

c. Preparation of Compound

OH

O D
/
N

A mixture of 3-(3-(benzyloxy)-45-dimethoxyphenyl)
quinoline (1.30 g, 3.5 mmol) and 10% palladium on carbon
(0.39 g, 30% w/w) was stirred at room temperature under 1
atm of hydrogen for 2 days. The catalyst was filtered off and
the filtrate concentrated to an oil. Purification by flash chro-
matography (SiO,, EtOAc/hexane 10-70%) gave the desired
product as a white solid (0.97 g, 99%). "H NMR (CDCl,, 400
MH?z) d: 3.98 (s, 6H), 6.03 (s, 1H), 6.79 (s, 1H), 6.96 (s, 1H),
7.58 (t,J=8.0 Hz, 1H), 7.70-7.74 (m, 1H), 7.87 (d, J=8.0 Hz,
1H), 8.13 (d, J=8.0 Hz, 1H), 8.25 (s, 1H), 9.14 (s, 1H).

OCH;

OCH;
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d. Preparation of Compound

To a solution of 2,3-dimethoxy-5-(quinolin-3-yl)phenol
(0.48 g, 1.7 mmol) and triethylamine (0.47 mL, 3.8 mmol) in
CH,CI, (20 mL) at =78° C. under nitrogen was added triflate
anhydride (0.36 mL, 2.1 mmol) slowly, the resultant mixture
was stirred at =78° C. and warmed up to 0° C. The reaction
was diluted with methylenechloride to 50 mL and washed
with aq. NaHCO,; solution. The organic solution was dried
over MgSO,, and concentrated to an oil. Purification by flash
chromatography (SiO,, EtOAc/hexane 10-50%) gave the
desired product as an oil (0.26 g,37%). 'HNMR (CDCl,, 400
MH?z) §:3.95 (s, 3H), 3.98 (s, 3H), 7.08-7.15 (m, 1H), 7.20 (s,
1H), 7.59 (t, J=8.0 Hz, 1H) 7.73 (t, I=8.0 Hz, 1H), 7.86 (d,
J=8.0 Hz, 1H), 8.17 (d, J=8.0 Hz, 1H), 8.24 (s, 1H), 9.05 (s,
1H).

Example 2

Preparation of Compound

OCHj
AN OCH;
P>
Nt
| T
CH,

A mixture of 3-(4'-fluoro-5,6-dimethoxy-[1,1'-biphenyl]-
3-yl)quinoline (45 mg, 0.13 mmol) in iodomethane (1 ml.)
was heated at 60° C. under nitrogen for 15 h. The reaction
mixture was concentrated to dryness. The residue was treated
with Et,O. A yellow solid was collected to give the desired
product (51 mg, 80%). 'H NMR (DMSO, 400 MHz) §: 3.77
(s,3H),4.12 (s,3H),4.78 (s, 3H), 7.46 (m, 1H), 7.57 (t, J=8.0
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Hz, 2H), 7.73-7.88 (m, 8H), 8.15 (t, ]=8.0 Hz, 1H), 8.33 (1,
J=8.0 Hz, 1H), 8.55 (dd, J=12.0 Hz, 8.0 Hz, 2H), 9.77 (s, 1H),
10.1 (s, 1H).

Example 3

Preparation of Compound

F
l OCH;

O x OCH;

F

N

To a nitrogen-flushed mixture of 2,3-dimethoxy-5-(quino-
lin-3-yl)phenyl trifluoromethanesulfonate (0.12 g, 0.29
mmol), 4-fluorophenylboronic acid (61 mg, 0.44 mmol) and
potassium carbonate (0.1 g, 0.72 mmol) in a mixture of aceto-
nitrile (12 mL.) and water (2 mL) at room temperature under
nitrogen were added palladium acetate (3 mg, 0.013 mmol)
and Xphos (13 mg, 0.027 mmol), the resultant mixture was
heated at 90° C. for 2 h. It was dried over MgSQO,, filtered and
concentrated to a crude product. Purification by flash chro-
matography (SiO,, EtOAc/hexane 0-50%) gave the desired
product as a pale oil (76 mg, 88%). '"H NMR (CDCl,, 400
MHz) 8:3.59 (s, 3H), 3.96 (s, 3H), 7.07 (t,J=8.0 Hz, 2H), 7.16
(m, 2H), 7.50-7.54 (m, 3H), 7.81 (m, 1H), 8.07 (d, J=8.0 Hz,
1H), 8.22 (s, 1H), 9.11 (s, 1H).

Example 4

Preparation of Compound

OCH;
AN OCH;
Z
K
]
CH;

The compound of Example 3 (70 mg, 0.24 mmol) in
iodomethane (1.5 mlL.) was heated at 60° C. under nitrogen for
overnight. The reaction mixture was concentrated to dryness.
The residue was treated with Et,O. A yellow solid was col-
lected to give the desired product (79 mg, 77%). *H NMR
(DMSO, 400 MHz) 8: 3.72 (s, 3H), 4.10 (s, 3H), 4.77 (s, 3H),
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7.41 (1, J=8.0 Hz, 2H), 7.68-7.78 (m, 3H), 7.79 (s, 1H), 8.15
(t. 7=8.0 Hz, 1H), 8.34 (t, J=8.0 Hz, 1H), 8.52 (d, J=8.0 Hz,
1H), 8.58 (d, J=8.0 Hz, 1H), 9.75 (s, 1H), 10.05 (s, 1H).

Example 5

Preparation of Compound

To a nitrogen-flushed mixture of Intermediate d in
Example 1,2,3-dimethoxy-5-(quinolin-3-yl)phenyl trifluo-
romethanesulfonate, (0.12 g, 0.29 mmol), 3(4-fluorophenyl)
phenylboronic acid (0.10 g, 0.46 mmol) and potassium car-
bonate (0.1 g, 0.72 mmol) in a mixture of acetonitrile (8.5
ml.) and water (1.5 mL) at room temperature under nitrogen
were added palladium acetate (5 mg, 0.022 mmol) and Xphos
(20 mg, 0.042 mmol), the resultant mixture was heated at 90°
C.for 2h. It was dried over MgSQO,, filtered and concentrated
to a crude product. Purification by flash chromatography
(S10,, EtOAc/hexane 10-50%) gave the desired product as a
paleoil (16 mg, 13%). 'HNMR (CDCl,, 400 MHz) 8: 3.59 (s,
3H), 3.96 (s, 3H), 7.07 (t, J=8.0 Hz, 2H), 7.17 (m, 2H),
7.50-7.54 (m, 3H), 7.65 (t, J=8.0 Hz, 1H), 7.81 (d, ]=8.0 Hz,
1H), 8.07 (d, J=8.0 Hz, 1H), 8.22 (d, J=4.0 Hz, 1H), 9.1 (s,
1H).

Example 6

Preparation of Compound

CH;

The compound of Example 5 (15 mg, 0.03 mmol) in
iodomethane (0.35 mL) was heated at 60° C. under nitrogen



US 9,102,617 B2

191

for overnight. The reaction mixture was concentrated to dry-
ness. The residue was treated with Et,O. A yellow solid was
collected to give the desired product (20 mg, 100%). "“HNMR
(CDCl;, 400 MHz) 9: 3.71 (s, 3H), 4.06 (s, 3H), 4.71 (s, 3H),
7.32 (t,J=8.0 Hz, 2H), 7.59 (d, J=4.0 Hz, 2H), 7.70-7.81 (m,
5H), 8.08 (t, J=8.0 Hz, 1H), 8.26 (t, J=8.0 Hz, 1H), 8.48 (dd,
J=24.0 Hz, 8.0 Hz, 2H), 9.7 (s, 1H), 10.0 (s, 1H).

Example 7

Preparation of Compound

To a nitrogen-flushed mixture of Intermediate d in
Example 1 (0.12 g, 0.29 mmol), bis-3,5-(4-fluorophenyl)phe-
nylboronic acid (0.13 g, 0.42 mmol) and potassium carbonate
(0.1 g, 0.72 mmol) in a mixture of acetonitrile (8.5 mL) and
water (1.5 mL) at room temperature under nitrogen were
added palladium acetate (5 mg, 0.022 mmol) and Xphos (20
mg, 0.042 mmol), the resultant mixture was heated at 90° C.
for 2 h. It was dried over MgSQ,, filtered and concentrated to
a crude product. Purification by flash chromatography (SiO,,
EtOAc/hexane 10-50%) gave the desired product as a pale oil
(108 mg, 70%). *H NMR (CDCl,, 400 MHz) §: 3.79 (s, 3H),
4.08 (s,3H), 7.18 (t,J=8.0 Hz, 4H), 7.29 (m, 3H), 7.4 (s, 1H),
7.66-7.70 (m, 4H), 7.75-7.80 (m, 4H), 7.94 (d, J=8.0 Hz, 1H),
8.26 (d, I=8.0 Hz, 1H), 8.43 (s, 1H), 9.25 (s, 1H).

Example 8

Preparation of Compound
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A mixture of the compound of Example 7 (0.1 g, 0.19

mmol) in iodomethane (1 mL) was heated at 60° C. under
nitrogen for overnight. The reaction mixture was concen-
trated to dryness. The residue was treated with Et,O. A yellow
solid was collected to give the desired product (108 mg, 86%).
'H NMR (DMSO, 400 MHz) &: 3.76 (s, 3H), 4.07 (s, 3H),
4.71 (s, 3H), 7.34 (t, J=8.0 Hz, 4H), 7.79 (d, J=8.0 Hz, 4H),
7.88-7.92 (m, 4H), 8.08 (t, J=8.0 Hz, 1H), 8.48 (dd, J=24.0
Hz, 8.0 Hz, 2H), 9.71 (s, 1H), 10.01 (s, 1H).

Example 9

Preparation of Compound

l OCH;

OCH;

To a nitrogen-flushed mixture of Intermediate d in
Example 1 (60 mg, 0.15 mmol), 4-t-butylphenylboronic acid
(46 mg, 0.26 mmol) and potassium carbonate (75 mg, 0.54
mmol) in a mixture of acetonitrile (6 mL) and water (1.5 mL)
at room temperature under nitrogen were added palladium
acetate (7.5 mg, 0.03 mmol) and Xphos (30 mg, 0.06 mmol),
the resultant mixture was heated at 90° C. for 2 h. It was dried
over MgSO,, filtered and concentrated to a crude product.
Purification by flash chromatography (SiO,, EtOAc/hexane
10-50%) gave the desired product as a pale oil (35 mg, 60%).
'HNMR (CDCl,, 400 MHz) &: 3.69 (s, 3H), 4.02 (s, 3H), 6.9
(s, 4H), 7.3 (m, 1H), 7.45 (m, 1H), 7.57 (d, I=8.0 Hz, 1H), 7.7
(m, 1H), 7.87 (d, J=8.0 Hz, 1H), 8.14 (d, J=8.0 Hz, 1H), 8.29
(s, 1H), 9.20 (s, 1H).
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Example 10

Preparation of Compound

OCH;
l OCH;

A
Z
N*

A mixture of the compound of Example 9 (20 mg, 0.03
mmol) in 1-iodopropane (1 mL) was heated at 60° C. under
nitrogen for overnight. The reaction mixture was concen-
trated to dryness. The residue was treated with Et,O. A yellow
solid was collected to give the desired product (13 mg, 47%).
'H NMR (DMSO, 400 MHz) &: 1.03 (t, J=8.0 Hz, 3H), 1.35
(s, 9H), 2.06 (qt, 2H), 3.68 (s, 3H), 4.04 (s, 3H), 5.09 (t, J=8.0
Hz, 2H),7.48 (m,3H),7.61 (s, 1H), 7.70 (s, 1H), 8.07 (t,J=8.0
Hz, 1H), 8.25 (t, J=8.0 Hz, 1H), 8.46 (d, J=8.0 Hz, 1H), 8.64
(d, J=8.0 Hz, 1H), 9.70 (s, 1H), 10.00 (s, 1H).

Example 11

Preparation of Compound

OCH;
AN OCH;
P
P
CH;

A mixture of the compound of Example 9 (10 mg, 0.03
mmol) in iodomethane (0.8 mL) was heated at 60° C. under
nitrogen for overnight. The reaction mixture was concen-
trated to dryness. The residue was treated with Et,O. A yellow
solid was collected to give the desired product (8.0 mg, 59%).
'H NMR (DMSO, 400 MHz) &: 1.35 (s, 9H), 3.68 (s, 3H),
4.04 (s,3H), 4.71 (s, 3H), 7.51 (s, 4H), 7.61 (s, 1H), 7.70 (s,
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1H), 8.08 (t, J=8.0 Hz, 1H), 8.26 (t, J=8.0 Hz, 1H), 8.48 (dd,
J=16.0 Hz, 2H), 9.68 (s, 1H), 9.99 (s, 1H).
Example 12

Preparation of Compound

OCH;

H;CO

O AN OCH;

F

N

To a nitrogen-flushed mixture of 5-(6,7-dimethoxyquino-
lin-3-y1)-2,3-dimethoxyphenyl  trifluoromethanesulfonate
(50 mg, 0.11 mmol), 4-biphenylboronic acid (30 mg, 0.15
mmol) and potassium carbonate (35 mg, 0.26 mmol) in a
mixture of dioxane (6 mL) and water (1 mL) at room tem-
perature under nitrogen were added palladium acetate (5 mg,
0.02 mmol) and Xphos (21 mg, 0.04 mmol), the resultant
mixture was heated at 95° C. for 3 h. It was dried over MgSO,,
filtered and concentrated to a crude product. Purification by
flash chromatography (SiO,, EtOAc/hexane 10-50%) gave
the desired product SL-1-148 as a pale oil (28 mg, 55%). 'H
NMR (CDCl,, 400 MHz) 8: 3.66 (s, 3H),3.97 (s, 3H), 4.00 (s,
3H), 4.08 (s, 3H), 7.13 (d, J=16.0 Hz, 2H), 7.23 (m, 1H), 7.32
(m, 1H), 7.40 (m, 2H), 7.62 (m, 6H), 7.88 (s, 1H), 8.48 (s, 1H),
8.92 (s, 1H).
a. Preparation of Compound

H;CO

To a solution of 5-(6,7-dimethoxyquinolin-3-y1)-2,3-
dimethoxyphenol (0.36 g, 1.1 mmol) and triethylamine (0.30
ml, 2.2 mmol) in CH,Cl, (20 mL) at =78° C. under nitrogen
was added triflate anhydride (0.26 mL, 1.54 mmol) slowly,
the resultant mixture was stirred at =78° C. and warmed up to
0° C. The reaction was diluted with methylenechloride to 50
ml and washed with aq. NaHCO; solution. The organic solu-
tion was dried over MgSO, and concentrated to an oil. Puri-
fication by flash chromatography (SiO,, EtOAc/hexane
10-60%) gave the desired product, as an oil (0.28 g, 56%). 'H
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NMR (CDCl,, 400 MHz) 8: 4.00 (s, 3H), 4.04 (s, 3H), 4.08 (s,
3H), 4.14 (s, 3H), 5.33 (s, 1H), 7.15 (s, 1H), 7.21 (s, 1H), 7.5
(s, 1H), 7.7 (s, 1H), 8.25 (s, 1H), 8.92 (s, 1H).
b. Preparation of Compound

OH
OCH;
H;CO O
AN OCH,
/
H;CO N

A mixture of 3-(3-(benzyloxy)-,5-dimethoxyphenyl)-67-
dimethoxyquinoline (0.58 g, 1.3 mmol), 0.5 mLL of HOAc and
10% palladium on carbon (0.12 g, 30% w/w) was stirred at
room temperature under 1 atm of hydrogen overnight, then at
60° C. for 4 h. The catalyst was filtered off and the filtrate was
concentrated to an oil. Purification by flash chromatography
(Si0,, EtOAc/hexane 10-70%) gave the desired product as a
white solid (0.36 g, 78%). 'H NMR (CDCl;, 400 MHz) d:
3.97 (s, 3H), 3.99 (s, 3H), 4.04 (s, 3H), 4.06 (s, 3H), 6.00 (s,
1H), 6.75 (s, 1H), 6.95 (s, 1H), 7.11 (s, 1H), 7.46 (s, 1H), 8.11
(s, 1H), 8.94 (s, 1H).

c. Preparation of Compound

OBn
OCH;
H;CO O
AN OCH;
/
H;CO N

To a nitrogen-flushed mixture of Intermediate a of
Example 1 (0.64 g, 2.2 mmol), 3-bromo-6,7-dimethox-
yquinoline (0.50 g, 1.9 mmol) and potassium carbonate (0.77
g, 5.6 mmol) in a mixture of dioxane (20 mL) and water (2
ml) at room temperature under nitrogen was added tetrakis
(triphenylphosphine)palladium (0.11 g, 0.01 mmol), the
resultant mixture was heated at 100° C. for 5 h. It was dried
over MgSQ,, filtered and concentrated and purified with flash
column (Si0,, EtOAc/hexane 10-50%) to give the desired
product as a pale oil (0.57 g, 99%). 'H NMR (CDCl,, 400
MH?z) d: 3.97 (s, 3H), 3.99 (s, 3H), 4.05 (s, 3H), 4.06 (s, 3H),
5.22 (s, 1H), 6.95 (dd, J=6.0 Hz, 3.0 Hz, 1H), 7.16 (s, 1H),
7.2-7.8 (m, 6H), 8.18 (s, 1H), 8.94 (s, 1H).

d. Preparation of Compound

H;CO Br

\

H;CO

A mixture of 3,4-dimethoxylanline (1.0 g, 6.5 mmol),
2-bromomalonaldehyde (1.10 g, 7.28 mmol) and concen-
trated hydrochloric acid (3.0 mL, 18 mmol) in EtOH (12 mL)
was heated at reflux under nitrogen for 12 h. All EtOH and
HCl were removed under reduced pressure. The residue was
basified with 4 N NaOH to pH 9, extracted with EtOAc (3x30
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mL). The EtOAc solution was dried over MgSO,,, filtered and
concentrated and purified with flash column (SiO,, EtOAc/
hexane 0-50%) to give the desired product as a pale oil (0.50
2,29%). "THNMR (CDCls, 400 MHz) 8: 4.01 (s, 3H), 4.03 (s,
3H), 6.95 (s, 1H), 7.38 (s, 1H), 8.13 (s, 1H), 8.71 (s, 1H).

Example 13

Preparation of Compound

OCH;

H3CO
’ I OCH,
=
H;CO
The compound of Example 12 (14 mg, 0.03 mmol) in
iodomethane (0.5 mL.) was heated at 60° C. under nitrogen for
overnight. The reaction mixture was concentrated to dryness.
The residue was treated with Et,O. A yellow solid was col-
lected to give the desired product (14 mg, 75%). '"H NMR
(DMSO, 400 MHz) 8: 3.69 (s, 3H), 4.04 (s, 6H), 4.17 (s, 3H),

4.64 (s, 3H), 7.40 (t, J=8.0 Hz, 1H), 7.51 (m, 2H), 7.59 (s, 1H),
7.67-7.81 (m, 9H), 9.45 (s, 1H), 9.68 (s, 1H).

3

Example 14

Preparation of Compound

OCH;

H;CO
AN OCH;
Z
H;CO N

I
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The compound of Example 12 (14 mg, 0.03 mmol) in
1-iodopropane (0.5 ml.) was heated at 80° C. under nitrogen
for 8 h. The reaction mixture was treated with Et,O. A yellow
solid was collected to give the desired product (12 mg, 64%).
'"H NMR (DMSO0, 400 MHz) §: 1.01 (t, ]=8.0 Hz, 3H), 2.07
(m, 2H), 3.70 (s, 3H), 4.05 (s, 6H), 4.17 (s, 1H), 5.07 (t, J=8.0
Hz, 2H), 7.40 (m, 1H), 7.51 (m, 2H), 7.60 (s, 1H), 7.65-7.80
(m, 6H), 7.81 (d, J=8.0 Hz, 3H), 9.46 (s, 1H), 9.67 (s, 1H).

Example 15

Preparation of Compound

OCH;

H;CO O
? O AN OCH;

Z
H;CO N

To a nitrogen-flushed mixture the Intermediate a of
Example 12 (50 mg, 0.11 mmol), 4-t-butylphenylboronic
acid (30 mg, 0.15 mmol) and potassium carbonate (35 mg,
0.26 mmol) in a mixture of dioxane (6 mL) and water (1 m[.)
at room temperature under nitrogen were added palladium
acetate (5 mg, 0.02 mmol) and Xphos (25 mg, 0.05 mmol),
the resultant mixture was heated at 95° C. for 3 h. It was dried
over MgSO,, filtered and concentrated to a crude product.
Purification by flash chromatography (SiO,, EtOAc/hexane
10-50%) gave the desired product SL.-1-148 as a pale oil (29
mg, 60%). 'H NMR (CDCl,, 400 MHz) §: 1.31 (s, 9H), 3.63

(s, 3H), 3.96 (s, 3H), 4.00 (s, 3H), 4.09 (s, 3H), 7.08 (s, 1H),
7.40-7.47 (m, 6H), 7.9 (s, 1H), 8.52 (s, 1H), 8.91 (s, 1H).

Example 16

Preparation of Compound

OCH;
H;CO
AN OCH;
Z
H;CO N
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The compound of Example 15 (14 mg, 0.03 mmol) in
iodomethane (0.5 mL.) was heated at 60° C. under nitrogen for
6 h. The reaction mixture was treated with Et,O. A yellow
solid was collected to give the desired product (6.5 mg, 38%).
'"H NMR (DMSO, 400 MHz) §: 1.35 (s, 9H), 3.67 (s, 3H),
4.03 (s,3H),4.17 (s, 3H), 4.63 (s, 3H), 7.53 (m, SH), 7.64 (m,
2H), 7.80 (s, 1H), 9.43 (s, 1H), 9.66 (s, 1H).

Example 17

Preparation of Compound

F
I OCH;

x

OCH;

F
N

H;CO
H;CO C
To a nitrogen-flushed mixture of Intermediate a of
Example 12 (50 mg, 0.11 mmol), 4-fluorophenylboronic acid
(30 mg, 0.21 mmol) and potassium carbonate (36 mg, 0.26
mmol) in a mixture of dioxane (8 mL) and water (1.5 mL) at
room temperature under nitrogen were added palladium
acetate (5 mg, 0.02 mmol) and Xphos (20 mg, 0.04 mmol),
the resultant mixture was heated at 95° C. for 3 h. It was dried
over MgSQ,, filtered and concentrated to a crude product.
Purification by flash chromatography (SiO,, EtOAc/hexane
10-50%) gave the desired product as a pale oil (15 mg, 34%).
'"HNMR (CDCl,, 400 MHz) 8: 3.68 (s, 3H), 4.05 (s, 3H), 4.07
(s, 3H), 4.10 (s, 3H), 7.14-7.29 (m, 5H), 7.57-7.64 (m, 3H),
8.25 (s, 1H), 9.00 (s, 1H).

Example 18

Preparation of Compound

F

OCH;
H;CO O
AN OCH;
z
H;CO N

|

A mixture of the compound of Example 17 (6.0 mg, 0.01
mmol) in iodomethane (0.5 mL) was heated at 60° C. under
nitrogen for 2 h. The reaction mixture was treated with Et,O.
A yellow solid was collected to give the desired product (4.2
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mg, 52%). "H NMR (CDCl,, 400 MHz) : 3.60 (S, 3H), 4.04
(S, 6H), 4.19 (S, 3H), 4.73 (S, 3H), 7.06-7.57 (m, 8H), 8.83
(S, 1H), 9.42 (S, 1H).

Example 19

Preparation of Compound

OCH;
l OCH;

H;CO
H;CO l

N/

A mixture of the compound of Example 17 (14 mg, 0.03
mmol) in 1-iodopropane (0.5 mL) was heated at 80° C. under
nitrogen for 8 h. The reaction mixture was treated with Et,O.
A yellow solid was collected to give the desired product (12
mg, 66%). "H NMR (DMSO, 400 MHz) §: 1.00 (t, ]=8.0 Hz,
3H), 1.35(s, 9H), 2.06 (qt, 2H),3.67 (s, 3H), 4.03 (s, 6H), 4.17
(s,3H), 5.65 (t,J=8.0 Hz, 2H), 7.53 (m, 5H), 7.62 (s, 1H), 7.68
(s, 1H), 7.81 (s, 1H), 9.44 (s, 1H), 9.65 (s, 1H).

Example 20

Preparation of Compound

OCH;

H3CO
? O AN OCH;
Z
H;CO N
To a nitrogen-flushed mixture of the Intermediate a of
Example 12 (50 mg, 0.11 mmol), 4-cyclohexylphenylboronic
acid (45 mg, 0.22 mmol) and potassium carbonate (50 mg,
0.26 mmol) in a mixture of dioxane (10 mL) and water (2 m[.)
at room temperature under nitrogen were added palladium
acetate (7.0 mg, 0.03 mmol) and Xphos (30 mg, 0.06 mmol),

the resultant mixture was heated at 95° C. for 3 h. It was dried
over MgSQ,, filtered and concentrated to a crude product.
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Purification by flash chromatography (SiO,, EtOAc/hexane
10-50%) gave the desired product as a pale oil (26 mg, 51%).
'HNMR (CDCl,, 400 MHz) 8: 1.40-1.90 (m, 10H), 2.60 (m,
1H),3.70 (s, 3H), 4.04 (s, 3H), 4.06 (s, 3H), 4.09 (s, 3H), 7.13
(s, 1H), 7.21 (s, 1H), 7.30 (d, J=3.0 Hz, 2H), 7.33 (s, 1H),
7.52-7.58 (m, 3H), 8.21 (s, 1H), 9.0 (s, 1H).

Example 21

Preparation of Compound

OCH;

H;CO

OCH;

x
Z

A mixture of the compound of Example 20 (12 mg, 0.03
mmol) in iodomethane (0.5 mL) was heated at 60° C. under
nitrogen for 4 h. The reaction mixture was treated with Et,O.
A yellow solid was collected to give the desired product (12
mg, 77%). 'H NMR (CDCl,, 400 MHz) &: 1.47-1.98 (m,
10H), 2.59 (m, 1H), 3.70 (s, 3H), 4.11 (s, 3H), 4.13 (s, 3H),
4.86 (s, 3H), 7.31 (m, 5H), 7.60 (d, I=8.0 Hz, 2H), 7.65 (s,
1H), 9.06 (s, 1H), 10.11 (s, 1H).

H;CO

I

Example 22

Preparation of Compound

OCH;

OCH;

H;CO
H;CO l

N/
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A mixture of the compound of Example 20 (12 mg, 0.03

mmol) inisopropyliodide (0.5 mL.) was heated at 80° C. under
nitrogen for 6 h. The reaction mixture was treated with Et,O.
A yellow solid was collected to give the desired product (10
mg, 61%). 'H NMR (CDCl,, 400 MHz) &: 1.14-1.98 (m,
13H), 2.12 (m, 2H), 2.59 (m, 1H), 3.70 (s, 3H), 4.11 (s, 6H),
4.25 (s, 3H), 5.32 (m, 2H), 7.29-7.34 (m, 4H), 7.61 (d, I=8.0
Hz, 2H), 7.69 (s, 2H), 9.07 (s, 1H), 9.97 (s, 1H).

Example 23

Preparation of Compound

OCH;

OCH;

To a nitrogen-flushed mixture of Intermediate d of
Example 26 (50 mg, 0.11 mmol), 4-biphenylboronic acid (35
mg, 0.18 mmol) and potassium carbonate (45 mg, 0.33 mmol)
in a mixture of acetonitrile (9 mL) and water (1.5 mL) at room
temperature under nitrogen were added palladium acetate (5
mg, 0.02 mmol) and Xphos (20 mg, 0.04 mmol), the resultant
mixture was heated at 90° C. for 3 h. It was dried over MgSO,,,
filtered and concentrated to a crude product. Purification by
flash chromatography (SiO,, EtOAc/hexane 10-50%) gave
the desired product SL-1-148 as a pale oil (20 mg, 40%). 'H
NMR (CDCl;, 300 MHz) d: 3.73 (S, 3H), 4.06 (S, 3H), 6.16
(S, 2H), 7.14 (S, 1H), 7.23 (S, 1H), 7.32 (d, J=3.0 Hz, 1H),
7.39-7.42 (m, 1H), 7.46-7.52 (m, 3H), 7.69-7.72 (m, 6H),
8.16 (S, 1H), 9.00 (S, 1H).
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Example 24

Preparation of Compound

OCH;

OCH;

LT
0 =z

A mixture of the compound of Example 23 (11 mg, 0.03
mmol) in iodomethane (0.5 mL) was heated at 60° C. under
nitrogen for 2 h. The reaction mixture was treated with Et,O.
A yellow solid was collected to give the desired product (19
mg, 90%). "H NMR (DMSO, 400 MHz) &: 3.69 (s, 3H), 4.03
(s,3H),4.56 (s, 3H), 6.50 (s, 2H), 7.40-7.82 (m, 12H), 8.06 (s,
1H), 9.38 (s, 1H), 9.66 (s, 1H).

I

Example 25

Preparation of Compound

OCH;

O ‘
< O A OCH;
0 Nz
X

A mixture of the compound of Example 23 (8.0 mg, 0.02
mmol)inisopropyliodide (0.5 ml.) was heated at 80° C. under
nitrogen for 6 h. The reaction mixture was treated with Et,O.
A yellow solid was collected to give the desired product (7
mg, 64%). "H NMR (CDCl,, 400 MHz) §: 1.82 (d, 1=8.0 Hz,
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6H), 3.63 (S, 3H), 3.96 (S, 3H), 4.35 (m, 1H), 6.06 (S, 2H),
6.91 (S, 1H), 7.04 (S, 1H), 7.13-7.62 (m, 11H), 8.05 (S, 1H),
8.90 (S, 1H).

Example 26

Preparation of Compound

OCH;

OCH;

L
(6] N/

To a nitrogen-flushed mixture of 5-([1,3]dioxolo[4,5-g]
quinolin-7-y1)-2,3-dimethoxyphenyl triffuoromethane-
sulfonate, Intermediate d of Example 26, (50 mg, 0.11 mmol),
4-t-butylboronic acid (30 mg, 0.16 mmol) and potassium
carbonate (45 mg, 0.33 mmol) in a mixture of acetonitrile (9
ml) and water (1.5 mL) at room temperature under nitrogen
were added palladium acetate (5 mg, 0.02 mmol) and Xphos
(20 mg, 0.04 mmol), the resultant mixture was heated at 90°
C. for 3 h. It was dried over MgSO,, filtered and concentrated
to a crude product. Purification by flash chromatography
(Si0,, EtOAc/hexane 10-50%) gave the desired product
SL-1-148 as a pale oil (48 mg, 99%). "H NMR (CDCl,, 400
MH?z) d: 1.34 (s, 9H), 3.70 (s, 3H), 4.04 (s, 3H), 6.15 (s, 2H),
7.01 (s, 1H), 7.12 (s, 1H), 7.19 (d, J=3.0 Hz, 1H), 7.28 (d,
J=3.0 Hz, 1H), 7.45-7.59 (m, 4H), 8.14 (s, 1H), 8.98 (s, 1H).

The requisite intermediate for the preparation of this com-
pound was prepared as follows.

a. Preparation of Compound

o
o N

Using the same procedure used for Intermediate d in
Example 12, the 3-bromo-6,7-methylenedioxyquinoline was
prepared. A mixture of 3,4-methylenedioxylaniline (5.0 g, 36
mmol), 2-bromomalonaldehyde (8.0 g, 7.28 mmol) and con-
centrated hydrochloric acid (18 mL, 216 mmol) in EtOH (35
ml.) was heated at reflux under nitrogen for 12 h. All EtOH
and HCI were removed under reduced pressure. The residue
was basified with 4 N NaOH to pH 9, extracted with EtOAc
(3x30 mL). The EtOAc solution was dried over MgSO,,
filtered and concentrated and purified with flash column

(810, EtOAc/hexane 0-50%) to give the desired product as a
pale oil (0.45 g, 5%).
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b. Preparation of Compound

OBn

OCH;
o™
(6] N/

To a nitrogen-flushed mixture of 3-bromo-6,7-methylene-
dioxyquinoline (0.64 g, 1.3 mmol), Intermediate a of
Example 26 (0.45 g, 1.8 mmol) and potassium carbonate
(0.74 g, 5.4 mmol) in a mixture of dioxane (20 mL) and water
(2 mL) atroom temperature under nitrogen was added tetrakis
(triphenylphosphine)palladium (0.10 g, 0.09 mmol), the
resultant mixture was heated at 100° C. for 5 h. It was dried
over MgSQ.,, filtered and concentrated and purified with flash
column (Si0,, EtOAc/hexane 10-50%) to give the desired
product as a pale oil (0.38 g, 51%). 'H NMR (CDCl,, 400
MH?z) d: 3.90 (s, 3H), 3.92 (s, 3H), 5.19 (s, 2H), 6.09 (s, 2H),
6.81 (d, I=8.0 Hz, 2H), 7.06 (s, 1H), 7.29 (d, J=8.0 Hz, 1H),
7.35(1,J=8.0 Hz, 2H) 7.42 (m, 3H), 7.9 (s, 1H), 8.80 (s, 1H).
c. Preparation of Compound

L
(6] N/
A mixture of 7-(3-(benzyloxy)-4,5-dimethoxyphenyl)-[1,
3-dioxolo[4,5-g]quinoline (0.35 g, 0.84 mmol) and 10% pal-
ladium on carbon (0.07 g, 20% w/w) was stirred at room
temperature under 1 atm of hydrogen at 60° C. for 8 h. The
catalyst was filtered off and the filtrate was concentrated to
give the desired product (0.27 g, 100%). "H NMR (CDCl,,
400 MHz) §: 3.72 (s, 3H), 3.88 (s, 3H), 6.21 (s, 2H), 6.86 (d,
J=12.0Hz, 2H),7.35(d, J=12.0 Hz, 2H), 8.33 (s, 1H), 8.91 (s,
1H), 9.32 (s, 1H).
d. Preparation of Compound

To a solution of 5-([13]dioxolo[45-g]quinolin-7-y1)-2,3-
dimethoxyphenol (0.27 g, 0.83 mmol) and triethylamine
(0.25 mL, 1.8 mmol) in CH,CI, (25 mL) at —(30-40)° C.
under nitrogen was added triflate anhydride (0.22 mL, 1.3
mmol) slowly, the resultant mixture was stirred at =78° C. and
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warmed up to 0° C. The reaction was diluted with methyl-
enechloride to S0 mL and washed with aq. NaHCOj; solution.
The organic solution was dried over MgSO,, and concentrated
to an oil. Purification by flash chromatography (SiO,, EtOAc/
hexane 10-60%) gave the desired product as an oil (0.23 g,
60%). 'H NMR (CDCl,, 400 MHz) §: 4.02 (s, 3H), 4.03 (5,
3H), 6.17 (s, 2H), 7.12 (m, 2H), 7.18 (d, J=3.0 Hz, 1H), 7.44
(s, 1H), 8.07 (s, 1H), 8.89 (s, 1H).

Example 26a

Preparation of Compound

OCH;

OCH;

BO®
.ee

A mixture of the compound of Example 26 (11 mg, 0.03
mmol) in iodomethane (0.5 mL) was heated at 60° C. under
nitrogen for overnight. The reaction mixture was concen-
trated to dryness. The residue was treated with Et,O. A yellow
solid was collected to give the desired product (13 mg, 89%).
'"H NMR (CDCl,, 300 MHz) §: 1.38 (S, 9H), 3.72 (S, 3H),
4.21(8,3H),4.80(S,3H), 6.38(S,2H), 7.27 (m, 3H), 7.42 (S,
1H), 7.51 (d, J=9.0 Hz, 1H), 7.63 (m, 2H), 7.77 (S, 1H), 9.00
(S, 1H), 10.09 (S, 1H).

Example 27

Preparation of Compound

OCH;

AN OCH;
=
H;CO N

OCH;

To a nitrogen-flushed mixture of Intermediate d of
Example 29 (30 mg, 0.06 mmol), 3-t-butylphenylboronic
acid (20 mg, 0.11 mmol) and potassium carbonate (26 mg,
0.19 mmol) in a mixture of acetonitrile (6 mL) and water (1
ml) at room temperature under nitrogen were added palla-
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dium acetate (5 mg, 0.02 mmol) and Xphos (20 mg, 0.04
mmol), the resultant mixture was heated at 90° C. for 4 h. It
was dried over MgSO,, filtered and concentrated to a crude
product. Purification by flash chromatography (SiO,, EtOAc/
hexane 10-50%) gave the desired product S[.-1-148 as a pale
oil (19 mg, 66%). '"H NMR (CDCl,, 400 MHz) &: 1.40 (s,
9H),3.69 (s, 3H), 4.05 (s, 3H), 4.08 (s, 3H), 4.19 (s, 3H), 7.24
(d, I=3.0Hz, 1H), 7.31 (d, J=3.0 Hz, 1H), 7.41-7.44 (m, 4H),
7.65 (d, J=9.0 Hz, 1H), 7.71 (m, 1H), 8.26 (s, 1H), 9.24 (s,
1H).

Example 28

Preparation of Compound

A mixture of the compound of Example 27 (18 mg, 0.04
mmol) in iodomethane (0.3 mL.) was heated at 80° C. under
nitrogen for 1 h. The reaction mixture was treated with Et,O.
A yellow solid was collected to give the desired product (11
mg, 47%). "H NMR (CDCl,, 400 MHz) §: 1.37 (S, 9H), 3.47
(S,3H),3.87(S,3H),3.95(S,3H),4.02 (S, 3H),4.92 (S, 3H),
6.99 (S, 1H), 7.17-7.21 (m, 3H), 7.44-7.47 (m, 2H), 7.77 (d,
J=4.0 Hz, 1H), 7.84 (d, J=8.0 Hz, 1H), 8.72 (S, 1H), 9.81 (S,
1H).

Example 29

Preparation of Compound

OCH;
AN l

OCH;

F
N

H;CO .

OCH;
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To a nitrogen-flushed mixture of 5-(7,8-dimethoxyquino-
lin-3-y1)-2,3-dimethoxyphenyl triffuoromethane sulfonate
(75 mg, 0.16 mmol), 4-t-butylphenylboronic acid (45 mg,
0.25 mmol) and potassium carbonate (60 mg, 0.43 mmol) in
a mixture of acetonitrile (9 mL) and water (2 mL) at room
temperature under nitrogen were added palladium acetate (7
mg, 0.03 mmol) and Xphos (30 mg, 0.06 mmol), the resultant
mixture was heated at 90° C. for 3 h. It was dried over MgSO,,,
filtered and concentrated to a crude product. Purification by
flash chromatography (SiO,, EtOAc/hexane 10-50%) gave
the desired product SL-1-148 as a pale oil (45 mg, 61%). 'H
NMR (CDCl,, 400 MHz) : 1.40 (s, 9H),3.70 (s, 3H), 4.04 (s,
3H), 4.07 (s,3H),4.19(s,3H), 7.23 (d,J=3.0Hz, 1H),7.31 (d,
J=3.0 Hz, 1H), 7.42 (d, I=9.0 Hz, 1H), 7.50 (m, 2H), 7.57-
7.65 (m, 3H), 8.25 (d, J=3.0 Hz, 1H), 9.23 (d, J=3.0 Hz, 1H).

The requisite intermediate for the preparation of this com-

pound was prepared as follows.
a. Preparation of Compound

Br

\

H;CO

OCH;

A mixture of 2,3-dimethoxylaniline (2.0 g, 13 mmol),
2-bromomalonaldehyde (2.5 g, 17 mmol) and concentrated
hydrochloric acid (8 mL, 96 mmol) in EtOH (35 mL) was
heated at reflux under nitrogen for 16 h. All EtOH and HCl
were removed under reduced pressure. The residue was bas-
ified with 4 N NaOH to pH 9, extracted with EtOAc (3x30
mL). The EtOAc solution was dried over MgSO,,, filtered and
concentrated and purified with flash column (SiO,, EtOAc/
hexane 0-50%) to give the desired product as a pale 0il (0.31
g,38%). "HNMR (CDCl,, 400 MHz) &: 4.06 (s, 3H), 4.14 (s,
3H), 7.40 (d, J=6.0 Hz, 1H), 7.53 (d, J=6.0 Hz, 1H), 8.26 (s,
1H), 8.91 (s, 1H).

b. Preparation of Compound

OBn
OCH;
AN l OCH,
/
H;CO N

OCH;

To a nitrogen-flushed mixture of the Intermediate a of
Example 1 (0.40 g, 1.4 mmol), 3-bromo-7,8-dimethox-
yquinoline (0.30 g, 1.1 mmol) and potassium carbonate (0.45
g, 3.3 mmol) in a mixture of dioxane (10 mL) and water (2
ml) at room temperature under nitrogen was added tetrakis
(triphenylphosphine)palladium (65 mg, 0.06 mmol), the
resultant mixture was heated at 100° C. for 5 h. It was dried
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over MgSQ.,, filtered and concentrated and purified with flash
column (Si0,, EtOAc/hexane 10-60%) to give the desired
product as a pale oil (0.25 g, 52%). '"H NMR (CDCl,, 400
MH?z) d: 3.97 (s, 3H), 3.99 (s, 3H), 4.08 (s, 3H), 4.19 (s, 3H),
5.26 (s, 2H), 6.91 (d, J=16.0 Hz, 2H), 7.35 (d, J=4.0 Hz, 1H),
7.42 (m, 3H), 7.50 (d, J=8.0 Hz, 1H), 8.16 (s, 1H), 9.11 (s,
1H).

c. Preparation of Compound

OH
OCH;
AN l OCH;
P

H;CO N

OCH;

A mixture of 3-(3-benzyloxy)-4,5-dimethoxyphe-
nylquinoline (0.25 g, 0.58 mmol) and 10% palladium on
carbon (40 mg, 16% w/w) was stirred under 1 atm of hydro-
gen at 60° C. for 6 h. The catalyst was filtered off and the
filtrate was concentrated to to an oil. Purification by flash
chromatography (SiO,, EtOAc/hexane 10-60%) gave the
desired product (0.20 g, 100%). 'H NMR (CD,OD, 300
MH?z) §: 3.88 (S, 3H), 4.00 (S, 3H), 4.20 (S, 6H), 7.00-7.02
(m, 2H), 7.93 (d, J=9.0 Hz, 1H), 8.15 (d, J=9.0 Hz, 1H), 9.23
(dd, J=9.0 Hz, 3.0 Hz, 2H).

d. Preparation of Compound

To a solution of 5-(7,8-dimethoxyquinolin-3-y1)-2,3-
dimethoxyphenol (0.21 g, 0.61 mmol) and triethylamine
(0.17 mL, 1.2 mmol) in CH,Cl, (25 mL) at =30° C. under
nitrogen was added triflate anhydride (0.26 mL, 1.5 mmol)
slowly, the resultant mixture was stirred at -30° C. and
warmed up to 0° C. The reaction was diluted with methyl-
enechloride to 50 mL and washed with aq. NaHCOj; solution.
The organic solution was dried over MgSO, and concentrated
to an oil. Purification by flash chromatography (SiO,, EtOAc/
hexane 10-60%) gave the desired product as an oil (0.15 g,
51%). 'H NMR (CDCl,, 300 MHz) §: 4.03 (S, 3H), 4.04 (S,
3H), 4.09 (S, 3H), 4.18 (S, 3H), 7.14 (d, J=3.0 Hz, 1H), 7.21
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(d, J=3.0 Hz, 1H), 7.45 (d, J=9.0 Hz, 1H), 7.68 (d, J=9.0 Hz,
1H), 8.19 (d, J=3.0 Hz, 1H), 9.13 (S, 1H).

Example 30

Preparation of Compound

A mixture of the Compound of Example 29 (12 mg, 0.03
mmol) in iodomethane (0.5 mL) was heated at 80° C. under
nitrogen for 2 h. The reaction mixture was treated with Et,O.
A yellow solid was collected to give the desired product (7.4
mg, 47%). 'H NMR (CDCl;, 400 MHz) §: 1.30 (s, 9H), 3.62
(s, 3H), 3.98 (s, 3H), 4.07 (s, 3H), 4.11 (s, 3H), 5.01 (s, 3H),
7.16 (s, 1H), 7.40 (d, I=8.0 Hz, 2H), 7.49 (d, ]=8.0 Hz, 2H),
7.56 (d, J=8.0 Hz, 1H), 7.81 (d, J=4.0 Hz, 1H), 8.04 (d, J=8.0
Hz, 1H), 8.95 (s, 1H), 9.88 (s, 1H).

Example 31

Preparation of Compound

OCH;
] OCH;

! AN
/
N

A mixture of t-butyl((3-(4'-(tert-butyl)-5,6-dimethoxy-[1,
1'-biphenyl]-3-yl)quinolin-2-yl)methyl)carbamate (8.8 mg,
0.02 mmol) in a mixture of TFA/CH,Cl, (0.1/0.1 mL) was set
at room temperature overnight. All TFA/CH,Cl, were

NH;* TFA®

removed under reduced pressure to give the desired product
as a pale oil (9 mg, 100%). ‘H NMR (CDCl,, 400 MHz) &:
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3.69(s,3H),3.90(s,3HO0, 4.48 (s, 2H), 7.06 (d, J=3.0 Hz, 1H),
7.15(d, J=3.0 Hz, 1H), 7.48-7.56 (m, 3H), 7.69 (t, J=6.0 Hz,
2H), 7.85 (t, J=6.0 Hz, 2H), 8.04 (d, J=6.0 Hz, 1H), 8.19 (d,
J=6.0 Hz, 1H), 8.35 (s, 1H).
The requisite intermediate for the preparation of this com-
pound was prepared as follows.

a. Preparation of Compound

OBn

(L
N

OCH;

OCH;

F
CHO

To a nitrogen-flushed mixture of intermediate a of Example
1(0.38 g, 1.3 mmol), 3-bromo-2-formylquinoline (0.26 g, 1.1
mmol) (Eur. J. Org. Chem. 1781, 2009) and potassium car-
bonate (0.45 g, 3.3 mmol) in a mixture of dioxane (10 mL)
and water (2 mL) at room temperature under nitrogen was
added tetrakis(triphenylphosphine)palladium (60 mg, 0.05
mmol), the resultant mixture was heated at 100° C. for 3.5 h.
It was dried over MgSO,, filtered and concentrated and puri-
fied with flash column (SiO,, EtOAc/hexane 10-60%) to give
the desired product as a pale oil (0.44 g, 100%). '"H NMR
(CDCls;, 400 MHz) &: 3.92 (s, 3H), 3.99 (s, 3H), 5.2 (s, 2H),
6.68 (d, J=6.0 Hz, 2H), 7.34-7.49 (m, 5H), 7.70-7.76 (m, 1H),
7.83-7.93 (m, 2H), 8.20 (s, 1H), 8.36 (d, J=9.0 Hz, 1H), 10.24
(s, 1H).

b. Preparation of Compound

OBn

/
N

A mixture of 3-(3-(benzyloxy)-4,5-dimethoxyphenyl)
quinoline-2-carboxaldehyde (0.15 g, 0.37 mmol) and 10%
palladium on carbon (15 mg, 10% w/w) in MeOH (20 mL)
was stirred under 1 atm of hydrogen at r.t for 6 h. The catalyst

OCH;

OCH;

OH

was filtered off and the filtrate was concentrated to to an oil.
Purification by flash chromatography (SiO,, EtOAc/hexane
10-60%) gave the desired product (34 mg, 23%). ‘H NMR
(CDCl,, 400 MHz) &: 3.88 (s, 3H), 3.98 (s, 3H), 4.82 (s, 2H),
5.14 (bs, 1H), 6.06 (bs, 1H), 6.46 (d, J=3.0 Hz, 1H), 6.61 (d,
J=3.0Hz, 1H), 7.56 (dt, J=6.0 Hz, 3.0 Hz, 1H), 7.71-7.70 (m,
1H), 7.84 (d, J=9.0 Hz, 1H), 8.01 (s, 1H), 8.12 (d, J=9.0 Hz,
1H).
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c. Preparation of Compound
OBn

gy

Z
N

OCH;

OCH;

To a mixture of (3-(3-(benzyloxy)-4,5-dimethoxyphenyl)

N3

quinolin-2-yl)methanol (64 mg, 0.16 mmol)in THF (Sml ) at
0° C.under nitrogen were added DPPA (0.07 mL, 0.32 mmol)
and then DBU (0.05 mL, 0.33 mmol) dropwise, the resultant
mixture was stirred at 0° C. and warwed up to r.t overnight.
The reaction mixture was diluted with EtOAc to 30 mL,
washed with aq NaHCO; solution and brine. It was dried over
MgSO,, filtered and concentrated and purified with flash
column (Si0,, EtOAc/hexane 10-60%) to give the desired
product as a pale oil (42 mg, 62%). 'H NMR (CDCl,, 400
MH?z) d: 3.93 (s, 3H), 3.99 (s, 3H), 4.52 (s, 3H), 5.22 (s, 2H),
6.69 (s, 2H), 6.68 (s, 2H), 7.35-7.48 (m, 3H), 7.65 (t, J=6.0
Hz, 1H), 7.8 (m, 1H), 7.87 (d, J=9.0 Hz, 1H), 8.14 (s, 1H),
8.25 (d, I=6.0 Hz, 1H).

d. Preparation of Compound

OH
OCH;
A O OCH,
N/
NHBoc

A mixture of 2-(azidomethyl)-3-(3-(benzyloxy)-4,5-
dimethoxyphenyl)quinoline (83 mg, 0.19 mmol), Boc anhy-
dride (80 mg, 0.37 mmol) and 10% palladium on carbon (16
mg, 20% w/w) in MeOH (20 mL) was stirred under 1 atm of
hydrogen at r.t overnight. The catalyst was filtered off and the
filtrate was concentrated to to an oil. Purification by flash
chromatography (SiO,, EtOAc/hexane 10-60%) gave the
desired product (15 mg, 19%). "H NMR (CDCl,, 400 MHz)
d: 1.52 (s, 9H), 3.90 (s, 3H), 3.99 (s, 3H), 4.57 (d, J=3.0 Hz,
2H), 5.96 (bs, 1H), 6.46 (d, J=3.0 Hz, 1H), 6.55 (bs, 1H), 6.62
(d, J=3.0Hz, 1H), 7.55-7.60 (m, 1H), 7.72-7.78 (m, 1H), 7.84
(d, J=9.0 Hz, 1H), 8.00 (s, 1H), 8.15 (d, J=9.0 Hz, 1H).

w

10

15

20

25

30

35

40

45

50

55

60

65

212

e. Preparation of Compound

NHBoc

To a solution of t-butyl((3-(3-hydroxy-4,5-dimethoxyphe-
nyl)quinolin-2-yl)methylcarbamate (13 mg, 0.03 mmol) and
triethylamine (0.009 mL., 0.06 mmol) in CH,Cl, (2 mL) at
-78° C. under nitrogen was added triflate anhydride (0.008
ml, 0.05 mmol) slowly, the resultant mixture was stirred at
-78° C. for 20 min and warmed up to —10° C. The reaction
was diluted with methylenechloride to 50 mL and washed
with ag. NaHCOj solution. The organic solution was dried
over MgSO,, and concentrated to an oil. Purification by flash
chromatography (SiO,, EtOAc/hexane 10-60%) gave the
desired productas an oil (15 mg, 88%). 'H NMR (CDCl,, 400
MH?z) d: 1.52 (s, 9H), 3.96 (s, 3H), 4.06 (s, 3H), 4.53 (d, ]=3.0
Hz, 2H), 6.47 (bs), 6.89 (s, 1H), 6.96 (s, 1H), 7.61 (t, I=6.0
Hz, 1H), 7.66-7.82 (m, 1H), 7.86 (d, J=6.0 Hz, 1H), 8.03 (s,
1H), 8.16 (d, J=9.0 Hz, 1H).

f. Preparation of Compound

OCH;

A

=
N

OCH;

A mixture of 5-(2-(((t-butoxycarbonyl)amino)methyl)
quinolin-3-yl)-2,3-dimethoxyphenyl triffuoromethane-
sulfonate (15 mg, 0.028 mmol), t-butylphenylboronic acid (7
mg), Pd (OAc), (2 mg), XPhos (4 mg), K,CO; (10 mg) in
ACN: H,O (3.0 ml:0.3 ml) was heated at 90° C. for 5 h. The
reaction mixture was dried and chromatographed to yield 8.8
mg (59%) product. '"H NMR (CDCl,, 400 MHz) &: 1.34 (s,
9H), 1.52 (s, 9H), 3.72 (s, 3H), 3.96 (s, 3H), 4.62 (d, J=3.0 Hz,

NHBoc
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2H), 6.58 (bs, 1H), 6.9 (d, J=18.0 Hz, 2H), 7.47 (m, 2H),
7.56-7.61 (m, 3H), 7.76 (t, J=6.0 Hz, 1H).
Example 32

Preparation of Compound

x F
(L.

A mixture of 4-biphenylboronic acid (0.2 g), 2,3-difluo-
rophenyltriflate (0.1 g), Cs,CO, (0.4 g), Pd (PPh,),Cl, (5 mol
%) in dioxane (3.0 mL.) was micro waved for 15 minutes. The
crude reaction mixture was diluted with ethyl acetate and was
filtered through a plug of Celite and silica gel. The filtrate was
concentrated under vacuo and was subjected to flash column
chromatography to afford the desired product (0.115 g). 'H
NMR (CDCl;, 400 MHz) d: 7.34 (m, 1H), 7.39-7.50 (m, 3H),
7.51-7.5 (m, 2H), 7.58 (m, 2H), 7.64 (m, SH), 7.83 (d, I=8.0
Hz, 1H), 8.09 (d, J=8.0 Hz, 1H), 8.25 (d, J=4.0 Hz, 1H), 9.10
(s, 1H).

The requisite intermediate for the preparation of this com-

pound was prepared as follows.

a. Preparation of Compound

O =
N

A mixture of quinoline 3-boronic acid (0.34 g, 2.0 mmol),
5-bromo-2,3-difluorophenol (0.5 g, 2.5 mmol), Cs,CO, (0.8
g), Pd (PPh;),Cl, (5 mol %) in dioxane (3.0 mL.) was micro
waved for 15 minutes. The crude reaction mixture was diluted
with ethyl acetate and was filtered through a plug of Celite
and silica gel. The filtrate was concentrated under vacuo and
was subjected to flash column chromatography to afford the
desired product (0.35 g). '"H NMR (CDCl,, 400 MHz) &:
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7.09-7.13 (m, 1H), 7.24-7.26 (m, 1H), 7.65 (m, 1H), 7.80 (m,
1H), 7.93 (d, J=8.0 Hz, 1H), 8.22 (d, J=8.0 Hz, 1H), 8.32 (s.
1H), 9.22 (s, 1H).

b. Preparation of Compound

The hydroxyl compound (120 mg) was dissolved in dichlo-
romethane (3.0 mL) to which added 2.0 equivalent of triethyl
amine and 1.5 equivalent of Tf,0 at -78° C. After the reaction
is completed, the reaction mixture was diluted with more
methylene chloride which was then washed with saturated
sodium bicarbonate and brine. The crude mixture was then
purified by flash column chromatography to afford the prod-
uct (110 mg). 'H NMR (CDCl,, 400 MHz) 8: 7.32 (m, 1H),
7.42-7.52 (m, 2H),7.63-7.68 (m, 1H), 7.78 (d, J=8.0 Hz, 1H),
8.03 (d, J=8.0 Hz, 1H), 8.13 (s, 1H), 8.94 (d, J=4.0 Hz, 1H).

Example 33

Preparation of Compound

F
O > F
=
e
CH;

The starting material (50 mg) was dissolved in methyl
iodide (2.0 ml) in a sealed tube and was heated at 80° C. for 30
minutes. The resulting solid was then diluted with acetone,
filtered and washed with diethyl ether twice to afford the
quaternary salts as pure solid (40 mg). 'H NMR (CDCl,, 400
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MHz) &: 7.36 (m, 2H), 7.61 (m, 2H), 7.76 (m, 2H), 7.90 (m,
3H), 8.0-8.3 (m, 6H), 9.04 (s, 1H), 10.1 (s, 1H).

Example 34

Preparation of Compound

=
N

To a nitrogen-flushed mixture of 3-bromoquinoline (1
equiv), terphenylboronic acid (1.5 equiv), and Potassium car-
bonate in a mixture of acetonitrile and water at room tem-
perature were added palladium acetate (5 mol %) and Xphos
(10 mol %). The resultant mixture was heated at 90° C. for 3
h. It was dried over MgSO4, filtered and concentrated to a
crude product. Purification on silica using 10% EtOAc in
hexane afforded the pure product. 'H NMR (CDCl,, 400
MHz) d: 7.43-7.47 (m, 2H), 7.54 (m, 4H), 7.65 (m, 1H), 7.77
(m, SH), 7.90-7.95 (m, 4H), 8.22 (d, I=12.0 Hz, 1H), 8.44 (s,
1H), 9.33 (s, 1H).

Example 35

Preparation of Compound

The compound of Example 34 (150 mg) was dissolved in
methyl iodide (2 ml) in a sealed tube and was heated at 80° C.
for 15 minutes. The resulting solid was then diluted with
acetone, filtered and washed with diethyl ether twice to afford
the quaternary salts as pure solid (110 mg). "H NMR (CDCls,
400 MHz) d: 7.31 (m, 2H), 7.41 (m, 4H), 7.75 (m, 4H), 7.81
(s, 1H), 7.85 (t, J=8.0 Hz, 1H), 8.03 (s, 2H), 8.08 (t, I=8.0 Hz,
1H), 8.2 (d, J=8.0 Hz, 1H), 8.34 (d, J=8.0 Hz, 1H), 9.20 (s,
1H), 10.12 (s, 1H).
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Example 36

Preparation of Compound

NH,

A solution of 2-(5-(4-t-butyl)phenyl)naphthalen-1-yl)ac-
etonitrile (85 mg, 0.28 mmol) in THF (5§ mL) was added
dropwiseto a solution of LiAlH, (1.0 M/THF, 0.9 mL) in THF
(5§ mL) at 0° C. under nitrogen, the resultant mixture was
heated at reflux for 7 h. It was cooled to 0° C. and carefully
treated with aq NaOH and extracted with EtOAc (3x20 mL)
and dried over MgSO,,, filtered and concentrated. Purification
with flash column (SiO,, 1.5% NH,OH-MeOH/CH,Cl,
0-20%) gave the desired product as a pale oil (15 mg, 17%).
'H NMR (CDCl,, 400 MHz) 8: 1.34 (s, 3H), 1.92 (bs, 2H),
3.08 (t, J=6.0 Hz, 1H), 3.21 (1, J=6.0 Hz, 1H), 7.29 (m, 2H),
3.34 (m, 3H), 7.41-7.5 (m, 3H), 7.77 (d, J=6.0 Hz, 1H), 8.99
(d, J=6.0 Hz, 1H).

The requisite intermediate for the preparation of this com-
pound was prepared as follows.

a. Preparation of Compound

CN

To a solution of (5-(4-(t-butyl)phenyl)naphthalen-1-yl)
methanol (1.0 g, 3.4 mmol) and triethylamine (0.80 mL, 5.8
mmol) in CH,Cl, (25 mL) at 0° C. under nitrogen was added
methanesulfonyl chloride (0.33 mL, 4.3 mmol) slowly, the
resultant mixture was stirred at 0° C. for 30 min. The reaction
was quenched with aq. NaHCO; solution and extracted with
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EtOAc (3x30 mL). The organic solution was dried over
MgSO, and concentrated to an oil.

A mixture of the oil residue prepared above and KCN (0.31
g, 4.8 mmol) in DMSO (10 mL) was stirred at room tempera-
ture overnight. Water was added, the reaction mixture was
extracted with EtOAc (3x80 mL). The EtOAc solution was
washed with water and brine, dried over over MgSQO.,, filtered
and concentrated. Purification with flash column (SiO,,
EtOAc/hexane 10-50%) gave the desired product as a pale oil
(0.51 g, 50%). "H NMR (CDCl;, 400 MHz) 8: 1.46 (s, 9H),
4.24 (s, 2H).
b. Preparation of Compound

OH

A mixture of 5-(4-(t-butyl)phenyl)-1-naphthaldehyde
(0.75 g, 2.6 mmol) and NaBH,, (70 mg, 1.85 mmol) in 95%
EtOH (20 mL) was stirred at room temperature for 1 h. It was
filtered and the filtrate was concentrated and redissolved in
EtOAc (80 mL). The EtOAc solution was washed with aq.
NaHCO; and brine, dried over over MgSO,, filtered and
concentrated. Purification with flash column (SiO,, EtOAc/
hexane 10-30%) gave the desired product as a white solid
(0.74 g, 99%). "H NMR (CDCl5, 300 MHz) 3: 1.41 (S, 9H),
5.20(d, J=3.0 Hz, 2H), 7.36-7.62 (m, 8H), 7.94 (d, J=9.0 Hz,
1H), 8.16 (d, J=9.0 Hz, 1H).

c. Preparation of Compound

CHO

To a nitrogen-flushed mixture of 5-bromo-1-naphthalde-
hyde (0.50 g, 2.1 mmol) (J. Med. Chem., 36, 2810, 1993),
4-t-butylphenylboronic acid (0.47 g, 2.6 mmol) and potas-
sium carbonate (0.88 g, 6.4 mmol) in a mixture of dioxane (15
ml) and water (3 mL) at room temperature under nitrogen
was added tetrakis(triphenylphosphine)-palladium (73 mg,
0.06 mmol), the resultant mixture was heated at 100° C. for 5
h. It was dried over MgSO,, filtered and concentrated and
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purified with flash column (SiO,, EtOAc/hexane 10-50%) to
give the desired product as a pale solid (0.49 g, 88%). 'H
NMR (CDCl;, 300 MHz) §: 1.42 (S, 9H), 7.39-7.42 (m, 2H),
7.51-7.60 (m, 4H), 7.70-7.76 (m, 1H), 8.00 (d, J=9.0 Hz, 1H),
8.24 (d,J=9.0 Hz, 1H), 9.29 (d, J=6.0 Hz, 1H), 10.45 (S, 1H).

Example 37

Preparation of Compound

N

PR

LN NH,

The Intermediate a for Example 37 (40 mg, 0.09 mmol) in
a mixture of TFA/CH,Cl, (0.8/0.8 mL.) was set at room tem-
perature overnight. All TFA/CH,Cl, were removed under
reduced pressure, the residue was purified with flash column
(S10,, 3% NH4OH-MeOH/CH,Cl, 0-15%) gave the desired
product as a white solid (29 mg, 96%). 'H NMR (CD,OD,
300 MHz) 9: 1.43 (S, 9H), 3.46 (t, J=6.0 Hz, 2H), 3.66 (1,
J=6.0Hz,2H), 7.36-7.45 (m, 5H), 7.55-7.65 (m, 3H), 7.81 (d,
J=9.0 Hz, 1H), 8.13 (d, J=9.0 Hz, 1H).

The requisite intermediate for the preparation of this com-
pound was prepared as follows.
a. Preparation of Compound

N

PR

BocHN NHBoc

The compound of Example 36 (35 mg, 0.12 mmol) and
triethylamine (0.04 mL,, 0.29 mmol) in CH,Cl, (6 mL) was
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added di-Boc guanidine triflate (55 mg, 0.14 mmol). The
reaction mixture was stirred at room temperature overnight.
The reaction mixture was concentrated to an oily residue.
Purification with flash column (SiO,, EtOAc/hexane
10-20%) gave the desired product as a white solid (51 mg,
81%). '"H NMR (CDCl;, 300 MHz) &: 1.41 (S, 9H), 1.43 (S,
9H), 1.56 (S, 9H), 3.43 (t, J=6.0 Hz, 2H), 3.8 (m, 2H), 7.33-
7.46 (m, 4H), 7.50-7.62 (m, 3H), 7.87 (dd, J=6.0 Hz, 3.0 Hz,
1H), 8.30 (d, J=9.0 Hz, 1H), 8.50 (t, J=3.0 Hz, 1H).

Example 38

Preparation of Compound

NH,

A solution of Intermediate ¢ of Example 38 (0.30 g, 0.90
mmol) in THF (5 mL) was added dropwise to a solution of
LiAlH, (1.0 M/THF, 2.7 mL) in THF (5 mL) at 0° C. under
nitrogen, the resultant mixture was stirred at room tempera-
ture overnight. It was cooled to 0° C. and carefully treated
with aq NaOH and extracted with EtOAc (3x20 mL) and
dried over MgSO,, filtered and concentrated. Purification
with flash column (SiO,, 3% NH,OH-MeOH/CH,Cl,
0-20%) gave the desired product as a white solid (75 mg,
27%). 'H NMR (CD,0D, 300 MHz) &: 1.40 (S, 9H), 3.08 (t,
J=6.0 Hz, 2H), 3.33 (m, 2H), 7.29-7.43 (m, 5H), 7.49-7.57
(m, 3H), 7.89 (d, J=6.0 Hz, 1H), 8.17 (d, J=6.0 Hz, 1H).

The requisite intermediate for the preparation of this com-
pound was prepared as follows.

a. Preparation of Compound

F
F
Sl
F //S \O
[@]

CHO

To a solution of 4-hydroxynaphalenaldehyde (0.50 g, 2.8
mmol) and triethylamine (0.78 mL, 5.6 mmol) in CH,Cl, (10
ml) at -62° C. under nitrogen was added triflate anhydride
(0.70 mL, 4.2 mmol) slowly, the resultant mixture was stirred
at —60° C. for 30 min. The reaction was quenched with aq.
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NaHCO; solution and extracted with methylenechloride
(3x30 mL). The organic solution was dried over MgSO,, and
concentrated to an oil. Purification by flash chromatography
(S10,, EtOAc/hexane 10-60%) gave the desired product as a
pale solid (0.56 g, 66%). "H NMR (CDCl,, 300 MHz) &: 7.65
(d, I=9.0 Hz, 1H), 7.74-7.85 (m, 2H), 8.05 (d, J=6.0 Hz, 1H),
8.18 (d,J=9.0 Hz, 1H), 9.32 (d, J=9.0 Hz, 1H), 10.42 (S, 1H).

b. Preparation of Compound

CHO

To a nitrogen-flushed mixture of 4-formylnaphthalen-1-yl
trifluoromethanesulfonate (0.56 g, 1.8 mmol), 4-t-butylphe-
nylboronic acid (0.60 g, 3.3 mmol) and potassium carbonate
(0.85 g, 6.2 mmol) in a mixture of acetonitrile (10 mL) and
water (2 mL) at room temperature under nitrogen were added
palladium acetate (30 mg, 0.13 mmol) and Xphos (120 mg,
0.25 mmol), the resultant mixture was heated at 90° C. for 6
h. It was dried over MgSO,, filtered and concentrated to a
crude product. Purification by flash chromatography (SiO,,
EtOAc/hexane 10-50%) gave the desired product as a pale
solid (0.52 g, 99%). "H NMR (CDCl,, 300 MHz) &: 1.43 (S,
9H),7.41-7.49 (m, 6H), 7.54 (m, 1H), 7.74 (d, J=9.0 Hz, 1H),
8.01 (d,J=9.0 Hz, 1H), 8.16 (d, J=9.0 Hz, 1H), 10.46 (S, 1H).

c. Preparation of Compound

=

NO,

A mixture of 4-(4-t-butylphenyl)-1-naphthaldehyde (0.26
g, 0.9 mmol) and ammonium acetate (80 mg, 1.0 mmol) in
nitromethane (3 m[) was heated at reflux for 2 h. The reaction
mixture was concentrated to an oil residue. Purification with
flash column (8i0,, EtOAc/hexane 5-30%) gave the desired
product as a pale oil (0.30 g, 100%). 'H NMR (CDCl,, 300
MH?z) d: 1.43 (S, 9H), 7.39-7.56 (m, 6H), 7.66-7.73 (m, 2H),
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7.81 (dd, J=9.0 Hz, 3.0 Hz, 1H), 8.05 (d, ]=6.0 Hz, 1H), 8.21
(d, J=6.0 Hz, 1H), 8.91 (dd, J=9.0 Hz, 3.0 Hz, 111).

Example 39

Preparation of Compound

10

15

O 20

N 25

A mixture of Intermediate a of Example 39 (36 mg, 0.07 30
mmol) in a mixture of TFA/CH,Cl, (0.8/0.8 mL) was set at
room temperature overnight. All TFA/CH,C1, were removed
under reduced pressure, the residue was purified with flash
column (Si0O,, 3% NH,OH-MeOH/CH,Cl, 0-20%) gave the
desired product to give the desired product as a whitesolid (21 35
mg, 91%). 'HNMR (CD,0D, 300 MHz) §: 1.43 (S, 9H), 3.44
(t, J=6.0 Hz, 2H), 3.66 (t, I=6.0 Hz, 2H), 7.38 (m, 3H), 7.47
(m, 2H), 7.57 (m, 3H), 7.92 (d, J=6.0 Hz, 1H), 8.16 (d, J=6.0
Hz, 1H).

The requisite intermediate for the preparation of this com- 40
pound was prepared as follows.
a. Preparation of Compound
45

|OO 55

N 60

A

BocHN NHBoc

The compound of Example 38 2-(4-(4-(t-butyl)phenyl) 65
naphthalen-1-yl)ethanamine, (25 mg, 0.08 mmol) and tri-
ethylamine (0.03 mlL, 0.22 mmol) in CH,Cl, (4 mL) was
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added di-Boc guanidine triflate (40 mg, 0.10 mmol). The
reaction mixture was stirred at room temperature overnight.
The reaction mixture was concentrated to an oil residue.
Purification with flash column (SiO,, EtOAc/hexane 5-10%)
gave the desired product as a white solid (38 mg, 84%). 'H
NMR (CDCl,, 300 MHz) &: 1.42 (S, 9H), 1.49 (S, 9H), 1.55
(S, 9H), 3.42 (t, J=6.0 Hz, 2H), 3.82 (m, 2H), 7.34-7.56 (m,
7H), 8.18 (d, J=6.0 Hz, 1H), 8.35 (d, J=9.0 Hz, 1H), 8.50 (m,
1H).

Example 40

Preparation of Compound

PR

H,N NH,

A mixture of Intermediate b of Example 40 (70 mg, 0.13
mmol) in a mixture of TFA/CH,Cl, (0.5/0.5 mL) was set at
room temperature overnight. All TFA/CH,Cl, were removed
under reduced pressure, the residue was purified with flash
column (Si0,, 3% NH,OH-MeOH/CH,Cl, 0-20%) gave the
desired product to give the desired product as a white solid (35
mg, 80%). "H NMR (CDCl,, 300 MHz) §: 1.41 (S, 9H), 7.39
(m, 2H), 7.47 (d, J=9.0 Hz, 1H), 7.52 (d, J=9.0 Hz, 1H), 7.60
(m, 4H), 7.90 (d, 1H), 7.98 (d, J=9.0 Hz, 1H).

The requisite intermediate for the preparation of this com-
pound was prepared as follows.

a. Preparation of Compound

HO

A mixture of 4-(4-tert-butylphenyl)-1-naphthaldehyde
(0.26 g, 0.90 mmol) and NaBH,, (70 mg, 1.85 mmol) in 95%
EtOH (10 mL) was stirred at room temperature for 2 h. It was
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filtered and the filtrate was concentrated and redissolved in
CH,Cl, (40 mL). The CH,Cl, solution was washed with aq.
NaHCO; and brine, dried over over MgSQ,, filtered and
concentrated. Purification with flash column (SiO,, EtOAc/
hexane 10-30%) gave the desired product as a white solid
(0.16 g, 63%). "H NMR (CDCl,, 300 MHz) 3: 1.42 (S, 9H),
1.76 (t,1H), 5.21 (d, J=6.0 Hz, 2H), 7.40-7.59 (m, 8H), 8.0 (d,
J=6.0 Hz, 1H), 8.20 (d, J=6.0 Hz, 1H).

b. Preparation of Compound

N

P

BocHN NHBoc

To a mixture of 4-(4.(t-butyl)phenyl)naphthalen-1-yl)
methanol (40 mg, 0.14 mmol), di-Boc guanidine (70 mg, 0.27
mmol) and Ph,P (60 mg, 0.23 mmol) in toluene (3 mL) at 0°
C. under nitrogen was added DIAD (0.04 mL, 0.20 mmol).
The reaction mixture was stirred at room temperature over-
night. The reaction mixture was concentrated to an oil resi-
due. Purification with flash column (SiO,, EtOAc/hexane
0-30%) gave the desired product as a yellow solid (70 mg,
97%). '"H NMR (CDCl;, 300 MHz) &: 1.44 (S, 9H), 1.45 (S,
9H), 1.48 (S, 9H), 5.78 (S, 2H), 7.23 (d, I=6.0 Hz, 1H),
7.30-7.52 (m, 7H), 8.06 (m, 2H), 9.51 (bs, 2H).

Example 41

Preparation of Compound

NH,

To a solution of crude 1-(azidomethyl)-5-(4-t-butyl)phe-
nyl)naphthalene (50 mg) in 5.0 ml of THF and 0.5 ml of water
was added 300 mg of the polymer supported PPh;. The reac-
tion mixture was stirred at room temperature overnight after
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which the solids were filtered off and purified by column
chromatography to furnish the desired amine. 'H NMR
(CDCl;, 400 MHz) 6: 1.34 (s, 9H), 1.58 (bs, 2H), 4.31 (s, 2H),
7.29-7.44 (m, 7H), 7.51 (m, 1H), 7.80 (d, J=8.0 Hz, 1H), 8.03
(d, J=8.0 Hz, 1H).

The requisite intermediate for the preparation of this com-
pound was prepared as follows.
a. Preparation of Compound

N3

To a mixture of the alcohol (66 mg, 0.23 mmol) in 1:4
(CCl,:DMF) was added sodium azide (18 mg, 0.27 mmol)
and PPh; (125 mg, 0.48 mmol). The reaction mixture was
heated at 90° C. overnight. Removal of the solvent and chro-
matography yielded azido compound partially mixed with
PPh;. The crude mixture was not purified and was used
directly to form Example 41.

Example 42

Preparation of Compound

NH

HN NH,

A mixture of diBoc protected napthalene, Intermediate a of
Example 42 (20 mg, 0.07 mmol) in a mixture of TFA/CH,Cl,
(0.5/0.5 mL) was set at room temperature overnight. A1l TFA/
CH,Cl, were removed under reduced pressure, the residue
was purified with flash column (SiO,, 3% NH,OH-MeOH/
CH,Cl, 0-20%) gave the desired product to give the desired
product as a white solid (17 mg). 'H NMR (CD,0D, 400
MH?z) §: 1.41 (s, 9H), 4.89 (s, 2H), 7.36-7.56 (m, SH), 7.6-8.0
(m, SH).
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The requisite intermediate for the preparation of this com-
pound was prepared as follows.
a. Preparation of Compound

NH

BocN NHBoc

To a mixture of alcohol (106 mg, 0.364 mmol),
di-Bocguanidine (132 mg, 0.52 mmol) and Ph;P (100 mg) in
toluene (3 mL) at 0° C. under nitrogen was added DIAD (0.1
mL). The reaction mixture was stirred at room temperature
overnight. The reaction mixture was concentrated to an oil
residue. Purification with flash column (SiO,, EtOAc/hexane
0-30%) gave the desired product (104 mg). *"H NMR (CDCl,,
400 MHz) d: 1.20 (s, 9H), 1.43 (s, 9H), 1.46 (s, 9H), 5.77 (s,
2H),7.18 (d, J=4.0 Hz, 1H), 7.36-7.39 (m, 2H), 7.43-7.47 (m,
2H),7.51-7.59 (m,3H), 7.87 (d,J=8.0 Hz, 1H), 8.06 (d, J=8.0
Hz, 1H), 9.5 (bs, 1H), 9.55 (bs, 1H).

Example 43

Preparation of Compound

CFs

PN

LN NH,

To a cooled solution of di-Boc protected guanidine com-
pound, Intermediate ¢ in Example 43 (55 mg) in 1.5 mL
CH,CL, was added 1.5 mL trifluoroacetic acid. Reaction was
taken off ice bath and stirred at room temperature for 2 hours
then solvents were evaporated. Chromatography achieved
using ISCO max gradient 10% MeOH/methylene chloride
yielding product as a white solid (31 mg, 86% yield). 'H
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NMR (400 MHz) (MeOD,) 8 7.96 (d, ]=8 Hz, 1H), 7.59-7.55
(m, 1H), 7.43-7.36 (m, 2H), 7.34-7.28 (m, 5H), 4.84-4.82 (m,
2H), 3.62 (s, 3H). *C NMR (100 MHz) (MeOD,) § 159.08,
158.84, 138.10, 134.98, 133.69, 133.24, 132.89, 132.44,
128.62, 128.00, 127.26, 126.98, 126.52, 124.08, 118.46,
118.42, 108.89, 56.25, 44.76.

The requisite intermediate for the preparation of this com-
pound was prepared as follows.

a. Preparation of Compound

Br

OH

To a solution of 5-bromo-1-naphthaldehyde (500 mg) in 20
ml ethanol was slowly added NaBH, (243 mg, 3 eq.), and
reaction was stirred for 30 minutes at room temperature.
Acetone (2 ml) was then added and solution was filtered
through filter paper. Filtrate was concentrated then re-dis-
solved in methylene chloride and washed with H,O. The
organic layer was dried over sodium sulfate and concentrated
to yield pure product as a white solid (473 mg, 94% vield). 'H
NMR (400 MHz) (CDCl,) 6 8.19-8.17 (m, 1H), 8.04 (d, =8
Hz, 1H), 7.75-7.73 (m, 1H), 7.51-7.46 (m, 2H), 7.33-7.29 (m,
1H), 5.08 (d, J=8 Hz, 2H). 1*C NMR (100 MHz) (CDCl,)
8136.71, 132.59, 132.38, 130.10, 127.76, 126.80, 126.58,
126.17, 123.62, 63.63.

b. Preparation of Compound

N

BN

BocHN NHBoc

(5-Bromonaphthalen-1-yl)methanol (275 mg), PPh; (456
mg, 1.5 eq.), and 1,3-bis(t-butoxycarbonyl)guanidine (601
mg, 2 eq.) in 5 mL toluene at 0° C. was added diisopropyla-
zodicarboxylate (0.34 mL, 1.5 eq.) drop wise over 15 min-
utes. Reaction was stirred for 3 hours at room temperature
then 2 drops H,O were added, and the solution was concen-
trated. Chromatography achieved using ISCO max gradient
20% EtOAc/hexane yielding product as a white solid (493
mg, 90% yield). 'H NMR (400 MHz) (CDCl,) 8 9.47 (bs,
2H), 8.11 (d, J=8 Hz, 1H), 7.91 (d, J=8 Hz, 1H), 7.73 (d, J=8
Hz, 1H), 7.46 (t, J=16 Hz, 1H), 7.28 (1, J=16 Hz, 1H), 7.16 (d,
J=8Hz, 1H), 5.62 (s,2H), 1.36 (s, 9H), 1.07 (s, 9H). >*C NMR
(100 MHz) (CDCly) 9160.83, 154.95, 135.04, 131.95,
129.89, 126.71, 126.26, 126.16, 123.71, 122.87, 122.73,
84.19, 79.03, 45.10, 28.23, 27.61.
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c. Preparation of Compound

CF;3

I OM

NHBoc

(<]

BocHN

Intermediate b of Example 43, the Di-boc guanidine com-
pound (100 mg), 2-methoxy-4-trifluoromethylphenylboronic
acid (55 mg, 1.2 eq.), Pd(OAc), (5 mg, 0.1 eq.), Xphos (20
mg, 0.2 eq.), and K,CO; (87 mg, 3 eq.) were combined in a
flask with 3 mL dioxane and 1 m[L H,O and degassed. Reac-
tion mixture was then refluxed at 100° C. for 2 hours. Solution
was cooled to room temperature then diluted with EtOAc and
washed with saturated NaHCO,. The organic layer was dried
over sodium sulfate and concentrated. Chromatography
achieved using ISCO max gradient 15% EtOAc/hexane
yielding product as a clear oil (55 mg, 46% yield). 'H NMR
(400 MHz) (CDCl,) 8 9.55 (bs, 1H), 9.48 (bs, 1H), 8.08 (d,
J=12 Hz, 1H), 7.61-7.57 (m, 1H), 7.42-7.33 (m, 5H), 7.27 (s,
1H), 7.19 (d, J=4 Hz, 1H), 5.86-5.70 (m, 2H), 3.75 (s, 3H),
1.47 (s, 9H), 1.21 (s, 9H). '*C NMR (100 MHz) (CDCl;)
8163.81, 160.94, 157.44, 155.13, 136.18, 134.66, 132.17,
131.88, 126.96, 125.30, 124.98, 123.00, 121.92, 84.04,
78.96, 55.76, 45.37, 28.25, 27.61.

Example 44

Preparation of Compound

CF;

I OM

NH,

(<]

A flask was charged with LAH (15.6 mg, 2 eq.) in 3 mL
anhydrous ether. To the suspension was added 2-(5-(2-meth-
oxy-4-(trifluoromethyl)phenyl)naphthalen-1-yl)acetonitrile
(70 mg) in 2 mL anhydrous ether drop wise. Reaction was
stirred at room temperature for 30 minutes then placed on an
ice bath. H,O (10 drops) was carefully dropped in to react
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with the remaining LAH then 1M NaOH was added to get
solution to pH>9. Solution was then diluted with additional
ether and extracted from aqueous. The organic layer was
dried over sodium sulfate and concentrated. Chromatography
achieved using ISCO max gradient 10% MeOH/methylene
chloride yielding product as clear oil (31 mg, 44% vield). 'H
NMR (400 MHz) (CDCl,) 3 8.15 (d, J=8 Hz, 1H), 7.62-7.58
(m, 1H), 7.43-7.32 (m, 6H), 7.28 (s, 1H), 3.77 (s, 3H), 3.33-
3.29 (m, 2H), 3.19 (t, J=12 Hz, 2H). *C NMR (100 MHz)
(CDCl,) 8157.47, 136.32, 135.94, 133.69, 132.31, 132.23,
132.04, 126.98, 126.78, 125.49, 125.24, 124.98, 123.94,
117.39, 117.36, 107.73, 55.78, 42.89, 37.45.

The requisite intermediate for the preparation of this com-
pound was prepared as follows.
a. Preparation of Compound

CF;

I OM

OH

(<]

(5-Bromonaphthalen-1-yl)methanol (150 mg), 2-meth-
oxy-4-triffuoromethylphenylboronic acid (167 mg, 1.2 eq.),
Pd(OAc), (14 mg, 0.1 eq.), Xphos (60 mg, 0.2 eq.), and
K,CO; (262 mg, 3 eq.) were combined in a flask with 5 mL
dioxaneand 1.6 mL. H,O and degassed. Reaction mixture was
then refluxed at 100° C. for 2 hours. Solution was cooled to
room temperature then diluted with EtOAc and washed with
saturated NaHCO;. The organic layer was dried over sodium
sulfate and concentrated. Chromatography achieved using
ISCO max gradient 35% EtOAc/hexane yielding product as a
clear oil (55 mg, 86% yield). "H NMR (400 MHz) (CDCL,) §
8.24-8.22 (m, 1H), 7.64 (dd, J=8 Hz, J=8 Hz, 1H), 7.55 (d, ]=8
Hz, 1H), 7.51 (d, J=8 Hz, 1H), 7.45-7.37 (m, 4H), 7.29 (s,
1H), 5.22 (s, 2H), 3.76 (s, 3H). >*C NMR (100 MHz) (CDCl,)
8157.45, 136.48, 136.27, 133.49, 132.21, 132.16, 131.47,
131.29, 131.15, 127.29, 126.61, 125.77, 125.48, 125.41,
123.88, 122.79, 117.44, 117.40, 107.72, 63.94, 55.76.

b. Preparation of Compound

CFs

OMe

OMs
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To a solution of (5-(2-methoxy-4-(trifluoromethyl)phenyl)
naphthalene-1-yl)methanol (180 mg) and Et;N (0.15 mL, 2
eq.) in 5 ml methylene chloride was added MsCl (0.06 mL,
1.5 eq.), and the reaction mixture was stirred overnight at
room temperature. Reaction was then diluted with methylene
chloride and washed with saturated NaHCO,;. The organic
layer was dried over sodium sulfate and concentrated. No
further purification required, crude product was taken to next
step.
c. Preparation of Compound

CFs

I OM

CN

(<]

(5-(2-Methoxy-4-(trifluoromethyl)phenyl)naphthalene-1-
yDmethyl methanesulfonate (150 mg) was combined with
KCN (48 mg, 2 eq.) in 3 mL anhydrous DMF and stirred at
room temperature overnight. Reaction mixture was then
diluted with EtOAc and washed with 10% LiCl solution. The
organic layer was dried over sodium sulfate and concentrated.
Chromatography achieved using ISCO max gradient 30%
EtOAc/hexane yielding product as clear oil (125 mg, quani-
tative). 'H NMR (400 MHz) (CDCl,) 87.97 (d, J=12 Hz, 1H),
7.72-7.68 (m, 1H), 7.63 (d, I=8 Hz, 1H), 7.56 (d, J=8 Hz, 1H),
7.47 (d,J=4 Hz, 1H), 7.44-7.40 (m, 3H), 7.30 (s, 1H), 4.21 (s,
2H), 3.77 (s, 3H). >°C NMR (100 MHz) (CDCl;) 8157.41,
136.80, 133.01, 132.18, 132.16, 130.87, 127.20, 126.56,
126.50, 126.06, 125.53, 122.57, 117.66, 117.50, 117.46,
107.80, 107.77,55.76, 22.01.

Example 45

Preparation of Compound

CF;

OMe

N - Nb

NH,
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To a cooled solution of Intermediate a of Example 45, the
di-Boc protected guanidine compound (35 mg) in 1 mL meth-
ylene chloride was added 1 mL trifluoroacetic acid. Reaction
was taken off ice bath and stirred at room temperature for 2
hours then solvents were evaporated. Chromatography
achieved using ISCO max gradient 10% MeOH/methylene
chloride yielding product as a clear oil (19 mg, 83% yield). 'H
NMR (400 MHz) (MeOD,,) d 8.16 (d, =12 Hz, 1H), 7.66-
7.62 (m, 1H), 7.44-7.34 (m, 7H), 3.74 (s, 3H), 3.65 (t, J=16
Hz, 2H), 3.46-3.42 (m, 2H). 1*C NMR (100 MHz) (MeOD,)
8159.10, 158.71, 138.00, 135.51, 135.25, 133.71, 133.29,
133.18, 128.27, 128.09, 127.01, 126.76, 126.64, 126.58,
124.49, 118.39, 118.35, 108.83, 56.23, 43.18, 33.14.

The requisite intermediate for the preparation of this com-
pound was prepared as follows.

a. Preparation of Compound

CFs

I OM

N\ NHBoc

(<]

NHBoc

2-(5-(2-Methoxy-4-(trifluoromethyl)phenyl)naphthalen-

1-ylethanamine (25 mg), 1,3-di-Boc-2-(trifluoromethylsul-
fonyl)-guanidine (34 mg, 1.2 eq.), and Et;N (0.01 mL, 1.2
eq.) in 2.5 ml, methylene chloride were stirred at room tem-
perature overnight. Reaction mixture was then diluted with
methylene chloride and washed with NaHCO,;. The organic
layer was dried over sodium sulfate and concentrated. Chro-
matography achieved using ISCO max gradient 30% EtOAc/
hexane yielding product as a clear oil (37 mg, 88% yield). 'H
NMR (400 MHz) (CDCl;) 8 11.50 (bs, 1H), 8.50 (t, J=12 Hz,
1H), 8.38 (d, J=8 Hz, 1H), 7.62 (dd, J=8 Hz, J=8 Hz, 1H),
7.43-7.36 (m, 5SH), 7.35-7.31 (m, 1H), 7.27 (s, 1H), 3.85-3.79
(m, 2H), 3.76 (s, 3H), 3.50-3.37 (m, 2H), 1.57 (s, 9H), 1.51 (s,
9H). '*CNMR (100 MHz) (CDCl,) 8163.67, 157.50, 156.14,
153.21, 136.15, 134.95, 133.77, 132.24, 132.05, 127.08,
126.75, 125.49, 125.46, 12530, 124.34, 117.33, 83.03,
79.10, 55.77, 41.78, 32.96, 28.38, 28.06.
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Example 46

Preparation of Compound

\/

N

IR

LN NH,

To a cooled solution of Intermediate b of Example 46,
di-Boc protected guanidine compound (35 mg) in 1 mL meth-
ylene chloride was added 1 mL trifluoroacetic acid. Reaction
was taken off ice bath and stirred at room temperature for 2
hours then solvents were evaporated. Chromatography
achieved using ISCO max gradient 10% MeOH/methylene
chloride yielding product as a tan solid (18 mg, 20% yield
over 2 steps). "H NMR (400 MHz) (MeOD,) 8 8.02-8.00 (m,
1H), 7.90-7.88 (m, 1H), 7.67-7.63 (m, 1H), 7.54-7.50 (m,
1H), 7.47-7.42 (m, 1H), 7.33-7.31 (m, 2H), 7.24-7.22 (m,
2H), 4.93 (s, 2H), 2.06-1.99 (m, 1H), 1.06-1.02 (m, 2H),
0.79-0.76 (m, 2H). '*C NMR (100 MHz) (MeOD,,) 8158.85,
144.86, 142.73, 139.06, 133.62, 132.84, 130.95, 129.42,
128.20, 128.13, 127.31, 126.69, 126.63, 126.38, 123.27,
44.69, 15.98, 9.74.

The requisite intermediate for the preparation of this com-
pound was prepared as follows.

a. Preparation of Compound

\/

OH

(5-(4-Bromophenyl)naphthalen-1-yl)methanol (130 mg),
cyclopropylboronic acid (71 mg, 2 eq.), PA(OAc), (5 mg, 0.05
eq.), tricyclohexylphosphine (12 mg, 0.1 eq.), and K,PO,
(308 mg, 3.5 eq.) were combined in a flask with 3 mL toluene
and 1 ml. H,O and degassed. Reaction mixture was then
refluxed at 100° C. for 3 hours. Solution was cooled to room
temperature then diluted with EtOAc and washed with satu-
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rated NaHCO;. The organic layer was dried over sodium
sulfate and concentrated. Chromatography achieved using
ISCO max gradient 35% EtOAc/hexane yielding product as a
brown oil (86 mg, 75% yield). 'H NMR (400 MHz) (CDCl,)
88.17-8.15 (m, 1H), 7.96-7.94 (m, 1H), 7.61 (dd, J=8 Hz, ]=8
Hz, 1H), 7.56-7.53 (m, 2H), 7.49-7.47 (m, 1H), 7.43-7.40 (m,
2H), 7.25-7.23 (m, 2H), 5.19 (s, 2H), 2.08-2.01 (m, 1H),
1.11-1.06 (m, 2H), 0.87-0.83 (m, 2H). **C NMR (100 MHz)
(CDCl,) 8143.16, 141.02, 138.03, 136.48, 132.17, 131.62,
130.13, 130.05, 138.27, 126.80, 125.84, 125.55, 125.36,
125.27, 123.00, 63.90, 15.28, 9.41.

b. Preparation of Compound

\/

N

BN

BocHN NHBoc

(5-(4-Cyclopropylphenyl)naphthalen-1-yl)methanol (80
mg), PPh; (115 mg, 1.5 eq.), and 1,3-bis(t-butoxycarbonyl)
guanidine (151 mg, 2 eq.) in 3 mL toluene at 0° C. was added
diisopropylazodicarboxylate (0.09 mL, 1.5 eq.) drop wise
over 15 minutes. Reaction was stirred for 3 hours at room
temperature then 2 drops H,O were added, and the solution
was concentrated. Solid was then re-dissolved in methylene
chloride and passed through silica column and resulting crude
product was taken to next step.

Example 47

Preparation of Compound

CF3

EN

H,N NH,

To a cooled solution of di-Boc protected guanidine com-
pound (80 mg) in 1 mL methylene chloride was added 1 mL
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trifluoroacetic acid. Reaction was taken off ice bath and
stirred at room temperature for 2 hours then the solvents were
evaporated. Chromatography achieved using ISCO max gra-
dient 10% MeOH/methylene chloride yielding product as a
clear oil (50 mg, quantitative). "H NMR (400 MHz) (MeOD,)
8 8.11 (d, J=8 Hz, 1H), 7.74-7.69 (m, 2H), 7.64 (d, I=8 Hz,
1H),7.57-7.55 (m, 1H), 7.47-7.37 (m, 4H), 4.96 (m, 2H), 2.06
(s, 3H). 1*C NMR (100 MHz) (MeOD,) 8158.91, 145.64,
140.57, 139.28, 133.32, 132.63, 131.96, 127.97, 127.64,
127.40, 127.38, 127.05, 126.88, 124.18, 123.65, 123.61,
44.55, 20.05.

The requisite intermediate for the preparation of this com-
pound was prepared as follows.
a. Preparation of Compound

CF;

I M

OH

(<]

(5-Bromonaphthalen-1-yl)methanol (165 mg), 2-methyl-
4-trifluoromethylphenylboronic acid (170 mg, 1.2 eq.),
Pd(PPh,), (80 mg, 0.1 eq.), and K,CO, (288 mg, 3 eq.) were
combined in a flask with 5 mL dioxane and 2.5 mL H,O and
degassed. Reaction mixture was then refluxed at 100° C.
overnight. Solution was cooled to room temperature then
diluted with EtOAc and washed with saturated NaHCO;. The
organic layer was dried over sodium sulfate and concentrated.
Chromatography achieved using ISCO max gradient 30%
EtOAc/hexane yielding product as a yellow oil (208 mg, 95%
yield). '"H NMR (400 MHz) (CDCl,) § 8.24 (d, J=8 Hz, 1H),
7.65-7.64 (m, 1H), 7.63-7.56 (m, 2H), 7.40-7.36 (m, 5H),
5.23 (s, 2H), 2.10 (s, 3H). >*C NMR (100 MHz) (CDCl,)
d144.16, 139.06, 137.81, 136.68, 131.92, 131.42, 130.74,
126.63, 126.51, 126.20, 125.82, 125.56, 123.73, 122.52,
122.48, 63.84, 20.06.

b. Preparation of Compound

CF;3

I M

N

BN

BocHN NHBoc

(<]
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(5-(2-Methyl-4-(trifluoromethyl)phenyl )naphthalen-1-yl)

methanol (67 mg), PPh; (83 mg, 1.5 eq.), and 1,3-bis(t-bu-
toxycarbonyl)guanidine (110 mg, 2 eq.) in 3 mL toluene at 0°
C. was added diisopropylazodicarboxylate (0.06 mL., 1.5 eq.)
drop wise over 15 minutes. Reaction was stirred for 3 hours at
room temperature then 2 drops H,O were added, and the
solution was concentrated. Chromatography achieved using
ISCO max gradient 30% EtOAc/hexane yielding product as a
clear oil (93 mg, 79% yield). "H NMR (400 MHz) (CDCL,) §
9.55 (bs, 2H), 8.10 (d, I=8 Hz, 1H), 7.62-7.57 (m, 3H),
7.41-7.22 (m, 5H), 5.84-5.74 (m, 2H), 2.06 (s, 3H), 1.48 (s,
9H), 1.17 (s, 9H). 1*C NMR (100 MHz) (CDCl,) 8163.80,
160.97, 155.04, 138.98, 137.77, 135.08, 131.60, 130.85,
130.69, 126.61, 126.20, 125.71, 12537, 124.60, 122.88,
122.45,122.23, 84.03, 78.99, 45.23, 28.26, 27.57, 19.93.

Example 48

Preparation of Compound

OMe

NH,

OMe

1-(4-(t-butyl)phenyl)-2,3-dimethoxy-5-nitronaphthalene

(1.159 g) was combined with 3 mL hydrazine monohydrate
and 200 mg Pd/C in 35 mL ethanol and refluxed at 85° C. for
1.5 hours. Pd/C was then filtered out and filtrate concentrated
yielding product as a pinkish-white solid (1.03 g, 97% yield).
'"HNMR (400 MHz) (CDCl,) 8 7.41-7.39 (m, 2H), 7.22-7.20
(m,2H), 7.07 (s, 1H), 7.00-6.96 (m, 1H), 6.86 (d, =8 Hz, 1H),
6.67-6.65 (m, 1H),3.94 (s, 3H),3.54 (s, 3H), 1.33 (s, 9H). 1°C
NMR (100 MHz) (CDCl,) 8 151.69, 149.88, 146.68, 133.25,
132.90, 130.11, 130.01, 124.91, 124.19, 121.34, 117.88,
110.12, 100.37, 61.01, 55.77, 34.64, 31.56.
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The requisite intermediate for the preparation of this com-
pound was prepared as follows.
a. Preparation of Compound

NO,

OMe

OMe

1-Bromo-2,3-dimethoxy-5-nitronaphthalene (1 g), 4-t-bu-
tylphenylboronic acid (685 mg, 1.2 eq.), Pd(PPh;), (370 mg,
0.1 eq.), and Na,CO; (680 mg, 2 eq.) were combined in a flask
with 20 mL dioxane and 5 mL H,O and degassed. Reaction
mixture was then refluxed at 100° C. overnight. Solution was
cooled to room temperature then diluted with EtOAc and
washed with saturated NaHCO;. The organic layer was dried
over sodium sulfate and concentrated. Chromatography
achieved using ISCO max gradient 20% EtOAc/hexane
yielding product as a yellow solid (1.159 g, 99% yield). 'H
NMR (400 MHz) (CDCl,) d 8.18 (dd, J=8 Hz, J=4 Hz, 1H),
8.08 (s, 1H), 7.79-7.77 (m, 1H), 7.54 (dt, J=8 Hz, =4 Hz, 2H),
7.30 (t, =4 Hz, 1H), 7.28-7.27 (m, 2H), 3.99 (s, 3H), 3.58 (s,
3H), 1.34 (s, 9H). 1*C NMR (100 MHz) (CDCl,) § 155.05,
150.69, 147.53, 145.44, 132.89, 132.72, 131.97, 130.66,
130.06, 125.26,123.59,123.54 121.87,102.16, 61.08, 55.91,
34.71,31.43.

Example 49

Preparation of Compound

P

OCH;

OCH;

To a solution of the compound of Example 48 (120 mg) in
25.0 ml of methanol containing 0.17 ml para-formaldehyde
was added solution of NaCNBH; (45 mg) and ZnCl, (50 mg
in 2.5 mL of MeOH). After the reaction is stirred for 12 hour,
the solution was washed with dilute HCI and saturated
sodium bicarbonate to give the crude product which was then
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purified by flash column chromatography giving 67% desired
product. 'HNMR (CDCl,, 400 MHz) §: 2.94 (s, 6H), 3.86 (s,
3H), 4.09 (s, 3H), 7.10 (d, J=8.0 Hz, 1H), 7.29 (d, J=8.0 Hz,
1H), 7.30 (s, 1H), 7.40 (t, J=8.0 Hz, 1H), 7.50 (t, J=8.0 Hz,
2H), 7.60 (d, J=8.0 Hz, 2H), 7.67 (s, 1H), 7.73 (m, 4H).

Example 50

Preparation of Compound

OCH;
l l OCH;
®
N
~ | ~ P
Prepared from the compound of Example 49 by General
Method B (72% yield); "H NMR (CDCl,, 400 MHz) 8: 3.86

(s, 3H), 4.20 (s, 3H), 4.39 (s, 9H), 7.42 (m, 4H), 7.51-7.55 (m,
4H), 7.72 (d, J=8.0 Hz, 2H), 7.80 (d, J=8.0 Hz, 3H).

Example 51

Preparation of Compound

Br

NH

A

LN NH

A mixture of diBoc protected 1-((5-(4-bromophenyl)naph-
thalen-1-yl)methyl)guanidine (34 mg, 0.06 mmol) in a mix-
ture of TFA/CH,Cl, (0.8/0.8 mL) was set at room temperature
overnight. All TFA/CH,Cl, were removed under reduced
pressure, the residue was purified with flash column (SiO,,
3% NH,OH-MeOH/CH,CI1, 0-20%) gave the desired product
to give the desired product as a white solid (18 mg, 75%). 'H
NMR (DMSO, 300 MHz) d: 4.90 (s, 2H), 7.12 (bs, 4H), 7.52
(m, 2H), 7.67-7.75 (m, 2H), 8.06 (m, 2H).
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The requisite intermediate for the preparation of this com-

pound was prepared as follows.

a. Preparation of Compound

CHO

To a stirred mixture of 5-bromo-1-napthaldehyde (0.50 g,
2.12 mmol), diborane (0.81 g), KOAc (0.80 g) in DMF (10
mL) was added Pd(OAc), (20 mg). The reaction mixture was
degassed for 5 min and heated at 80° C. for 6 h. The reaction
mixture was diluted with EtOAc, washed with brine and was
dried over MgSO,, filtered and concentrated and purified with
flash column (SiO,, EtOAc/hexane 0-15%) to give the
desired product as oil. "HNMR (CDCl,, 300 MHz) 8: 1.46 (s,
12H), 7.69-7.73 (m, 2H), 8.01 (d, J=8.0 Hz, 1H), 8.21 (d,
J=8.0Hz, 1H),9.12 (d, J=8.0 Hz, 1H), 9.42 (d, J=8.0 Hz, 1H),
104 (s, 1H).

b. Preparation of Compound

Br

CHO

To a nitrogen-flushed mixture of pinacole boronate ester
(0.209 g, 0.7 mmol), 4-bromo iodobenzene (0.23) and potas-
sium carbonate (0.20 g, 6.4 mmol) in a mixture of dioxane (8
ml) and water (1.5 mL) at room temperature under nitrogen
was added tetrakis(triphenylphosphine)-palladium (40 mg, 5
mol %), the resultant mixture was heated at 100° C. for Sh. It
was dried over MgSO,,, filtered and concentrated and purified
with flash column (Si0,, EtOAc/hexane 10-50%) to give the
desired product as a semi yellow solid (0.142 g, 65%). ‘H
NMR (CDCl,, 300 MHz) 8: 7.36-7.39 (m, 2H), 7.55 (d, I=9.0
Hz, 1H), 7.60-7.69 (m, 3H), 7.76 (m, 2H), 8.05 (d, J=9.0 Hz,
1H), 8.15 (d, J=9.0 Hz, 1H), 10.5 (s, 1H).
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c. Preparation of Compound

Br

OH

A mixture of aldehyde (0.14 g, 0.45 mmol) and NaBH,, (12
mg) in 95% EtOH (8 mL) was stirred at room temperature for
2 h. It was filtered and the filtrate was concentrated and
redissolved in CH,Cl, (40 mL). The CH,CI, solution was
washed with aq. NaHCO; and brine, dried over over MgSO,,
filtered and concentrated. Purification with flash column
(Si0,, EtOAc/hexane 10-30%) gave the desired product
(0.14 g, 100%). "H NMR (CDCl;, 300 MHz) §: 5.14 (s, 2H),
7.26-7.36 (m, 4H),7.47-7.56 (m, 4H), 7.74 (d, J=9.0 Hz, 1H),
8.11 (d, I=9.0 Hz, 1H).

d. Preparation of Compound

Br

NH

PN

To a mixture of (5-(4-bromophenyl)naphthalen-1-yl)

BocN NHBoc

methanol (40 mg, 0.128 mmol), di-Boc guanidine (66 mg,
0.26 mmol) and Ph;P (60 mg, 0.23 mmol) in toluene (3 mL)
at 0° C. under nitrogen was added DIAD (0.04 mL, 0.20
mmol). The reaction mixture was stirred at room temperature
overnight. The reaction mixture was concentrated to an oil
residue. Purification with flash column (Si0,, EtOAc/hexane
0-30%) gave the desired product (34 mg, 47%). 'H NMR
(CDCl;, 300 MHz) &: 1.22 (s, 9H), 1.47 (s, 9H), 5.78 (s, 2H),
7.21 (d, J=6.0 Hz, 1H), 7.37-7.66 (m, 7H), 7.75 (d, J=9.0 Hz,
1H), 8.06 (d, J=9.0 Hz, 1H), 9.50 (bs, 1H), 9.60 (bs, 1H).
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Example 52

Preparation of Compound

Cl

NH

PN

H,N NH

A mixture of diBoc protected napthalene (46 mg, 0.09
mmol) in a mixture of TFA/CH,Cl, (0.8/0.8 mL) was set at
room temperature overnight. All TFA/CH,C1, were removed
under reduced pressure, the residue was purified with flash
column (Si0,, 3% NH,OH-MeOH/CH,Cl, 0-20%) gave the
desired product to give the desired product as a white solid (27
mg, 78%). "H NMR (DMSO, 300 MHz) 8: 4.89 (d, ]=3.0 Hz,
2H), 7.46-7.53 (m, 4H), 7.59-7.75 (m, 4H), 8.08 (m, 2H).

The requisite intermediate for the preparation of this com-

pound was prepared as follows.

a. Preparation of Compound

Cl

CHO

To a nitrogen-flushed mixture of pinacole boronate ester
(0.20 g, 0.7 mmol), 4-chloro bromobenzene (0.16 g) and
potassium carbonate (0.20 g, 6.4 mmol) in a mixture of diox-
ane (6 mL) and water (1.5 mL) at room temperature under
nitrogen was added tetrakis(triphenylphosphine)-palladium
(40 mg, 5 mol %), the resultant mixture was heated at 100° C.
for 5 h. It was dried over MgSO,, filtered and concentrated
and purified with flash column (Si0,, EtOAc/hexane 0-15%)
to give the desired product as a pale solid (0.16 g, 84%). 'H
NMR (CDCl,, 300 MHz) §: 7.14-7.44 (m, 2H), 7.50-7.56 (m,
4H), 7.63 (m, 1H), 7.77 (m, 1H), 8.06 (d, I=9.0 Hz, 1H), 8.15
(d, J=9.0 Hz, 1H).
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b. Preparation of Compound

Cl

OH

A mixture of 5-(4-chlorophenyl)-1-naphthaldehyde (0.16
g,0.60 mmol) and NaBH,, (16 mg) in 95% EtOH (10 mL) was
stirred at room temperature for 1 h. It was filtered and the
filtrate was concentrated and redissolved in CH,Cl, (40 mL).
The CH,CIl, solution was washed with aq. NaHCO, and
brine, dried over over MgSQO,, filtered and concentrated. Puri-
fication with flash column (SiO,, EtOAc/hexane 10-30%)
gave the desired product (0.16 g, 100%). "H NMR (CDCl,,
300 MHz) 6: 5.23 (s, 2H), 7.42-7.52 (m, 6H), 7.58-7.66 (m,
2H), 7.84 (d, J=9.0 Hz, 1H), 8.21 (d, ]=9.0 Hz, 1H).

c. Preparation of Compound

Cl

NH

BocHN NBoc

To a mixture of (5-(4-chlorophenyl)naphthalen-1-yl)
methanol (50 mg, 0.186 mmol), di-Boc guanidine (96 mg)
and Ph;P (73 mg) in toluene (3 mL) at 0° C. under nitrogen
was added DIAD (0.06 mL). The reaction mixture was stirred
at room temperature overnight. The reaction mixture was
concentrated to an oil residue. Purification with flash column
(Si0,, EtOAc/hexane 0-30%) gave the desired product (46
mg, 48%). '"H NMR (CDCl,, 400 MHz) 8:1.21 (s, 9H), 1.47
(s, 9H), 5.80 (s, 2H), 7.21 (d, J=6.0 Hz, 1H), 7.37-7.61 (m,
7H), 7.75 (d, J=9.0 Hz, 1H), 8.06 (d, ]=9.0 Hz, 1H).
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Example 53

Preparation of Compound

CF;

NH

NH,

A mixture of diBoc protected napthalene, Intermediate ¢
Example 53, (56 mg, 0.1 mmol) in a mixture of TFA/CH,Cl,
(0.8/0.8 mL) was set at room temperature overnight. A1l TFA/
CH,Cl, were removed under reduced pressure, the residue
was purified with flash column (SiO,, 3% NH,OH-MeOH/
CH,Cl, 0-20%) gave the desired product to give the desired
product as a white solid (20 mg, 51%). '"H NMR (CDCl,, 300
MH?z) &: 4.97 (s, 2H), 7.50-7.56 (m, 3H), 7.65-7.23 (m, 3H),
7.84 (m, 3H), 8.11 (d, J=6.0 Hz, 1H).

The requisite intermediate for the preparation of this com-
pound was prepared as follows.

a. Preparation of Compound

CF;

CHO

To a nitrogen-flushed mixture of 5-bromo-1-napthalde-
hyde (0.50 g, 2.1 mmol), 4-CF; phenylboronic acid (0.62 g)
and potassium carbonate (0.88 g, 6.4 mmol) in a mixture of
dioxane (10 mL) and water (2 mL) at room temperature under
nitrogen was added tetrakis(triphenylphosphine)-palladium
(73 mg, 0.06 mmol), the resultant mixture was heated at 100°
C.for 5h. It was dried over MgSO,,, filtered and concentrated
and purified with flash column (SiO,, EtOAc/hexane
10-30%) to give the desired product as a pale solid (0.56 g,
88%). "H NMR (CDCl,, 400 MHz) 8: 7.52 (d, J=8.0 Hz, 1H),
7.58-7.62 (m, 3H), 7.73-7.78 (m, 3H), 8.01-8.08 (m, 2H),
9.35 (d, I=8.0 Hz, 1H), 10.45 (s, 1H).
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b. Preparation of Compound

CF3

OH

A mixture of 5-(4-(trifluoromethyl)phenyl)-1-naphthalde-
hyde (0.35 g, 1.16 mmol) and NaBH,, (31 mg) in 95% EtOH
(15 mL) was stirred at room temperature for 1 h. It was filtered
and the filtrate was concentrated and redissolved in CH,Cl,
(40 mL). The CH,Cl, solution was washed with aq. NaHCOj,
and brine, dried over over MgSO,, filtered and concentrated.
Purification with flash column (SiO,, EtOAc/hexane
10-30%) gave the desired product as a white solid (0.35 g). 'H
NMR (CDCl;, 300 MHz) &: 5.15 (s, 2H), 7.4 (m, 2H), 7.56
(m, 4H), 7.7 (m, 3H), 8.16 (d, J=6.0 Hz, 1H).

c. Preparation of Compound

CF;

NH

PN

To a mixture of (5-(4-(trifluoromethyl)phenyl)naphthalen-

BocN NHBoc

1-yD)methanol (40 mg, 0.13 mmol), di-Bocguanidine (70 mg)
and Ph;P (55 mg) in toluene (3 mL) at 0° C. under nitrogen
was added DIAD (0.04 mL). The reaction mixture was stirred
at room temperature overnight. The reaction mixture was
concentrated to an oil residue. Purification with flash column
(Si0,, EtOAc/hexane 0-30%) gave the desired product as a
white solid (56 mg, 80%). '"H NMR (CDCl,, 400 MHz) &:
1.12(s,9H), 1.37 (s, 9H), 5.68 (s, 2H), 7.12 (d, J=4.0 Hz, 1H),
7.28-7.35 (m, 2H), 7.48-7.53 (m, 3H), 7.61 (d, J=8.0 Hz, 1H),
7.67 (d, J=8.0 Hz, 2H), 8.00 (d, J=8.0 Hz, 1H), 9.44 (bs, 2H).
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Example 54

Preparation of Compound

CF;

NH,

To a stirred solution of (E)-1-(2-nitrovinyl)-5-(4-(trifluo-
romethyl)phenyl)naphthalene (0.21 g, 0.62 mmol) in THF
(10 mL) at room temperature was added LAH slowly. The
reaction mixture was stirred at room temperature overnight.
After normal LAH work-up and the evaporation of the solvent
gave the desired product as pale solid. "H NMR (CDCl,, 300
MHz) §: 3.23 (m, 2H), 3.36 (m, 2H), 7.37-7.44 (m, 3H),
7.57-7.63 (m, 3H), 7.71-7.80 (m, 3H), 8.16 (d, J=9.0 Hz, 1H).

The requisite intermediate for the preparation of this com-
pound was prepared as follows.

a. Preparation of Compound

N

NO,

A mixture of 5-(4-(triftuoromethyl)phenyl)-1-napthalde-
hyde (0.20 g), NH,OAc (60 mg) in nitromethane (3.0 mL)
was heated to reflux for 6 h. Excess nitromethane was
removed and the crude mixture was purified by column chro-
matography using 5-10% EtOAc/hexane to afford a yellow
product (0.21 g, 91%). '"H NMR (CDCl,, 300 MHz) &: 7.41
(m, 2H), 7.52 (d, J=8.0 Hz, 2H), 7.58-7.65 (m, 2H), 7.70 (m,
3H), 7.88 (d, J=8.0 Hz, 1H), 8.13 (d, J=8.0 Hz, 1H), 8.82 (d,
J=16.0 Hz, 1H).
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Example 55

Preparation of Compound

CF3

A mixture of diBoc protected napthalene, Intermediate a of
Example 55 (20 mg, 0.036 mmol) in a mixture of TFA/
CH,CI, (0.5/0.5 mL) was set at room temperature overnight.
All TFA/CH,CI1, were removed under reduced pressure, the
residue was purified with flash column (SiO,, 3% NH,OH-
MeOH/CH,Cl, 0-20%) gave the desired product to give the
desired product as a white solid (10.5 mg). "H NMR (CDCl,,
300 MHz) d: 3.46 (t, J=6.0 Hz, 2H), 3.66 (t, J=6.0 Hz, 2H),
7.43-7.51 (m, 3H),7.64-7.73 (m, 4H), 7.84 (d, J=6.0 Hz, 2H),
8.21 (d, I=6.0 Hz, 1H).

The requisite intermediate for the preparation of this com-
pound was prepared as follows.

a. Preparation of Compound

CF3

NH

PN

To a stirred solution of 2-(5-(4-(trifluoromethyl)phenyl)
napthalen-1-yl)ethanamine (25 mg, 0.08 mmol), triethy-
lamine (0.03 mL) in methylene chloride (6 mL) was added
diBoc guanidine triflate (40 mg) under nitrogen. The reaction
mixture was stirred overnight at room temp. The reaction

BocN NHBoc



US 9,102,617 B2

245
mixture was concentrated to an oil residue. Purification with
flash column (Si0,, EtOAc/hexane 10-30%) gave the desired
product (20 mg, 44%). "H NMR (CDCl,, 300 MHz) §: 1.50
(s, 9H), 1.56 (s, 9H), 3.44 (t, J=6.0 Hz, 2H), 3.81 (m, 2H),
7.35-7.44 (m, 3H), 7.60-7.78 (m, 6H), 8.4-8.5 (m, 3H).

Example 56

Preparation of Compound

NH,

NH

A mixture of 2-(5-(4-(t-butyl)phenyl)napthalen-1-yl)ac-
etonitrile (0.12 g, 0.4 mmol), in Et,O (2 mL) was treated with
4N HClV/dioxane (2 mL.), and was stirred at 0° C. for 4 h. The
mixture was then put into the refrigerator overnight. The solid
thus formed was filtered and then treated with NH,OH/EtOH
(6 mL) and heated to reflux for 6 h. The reaction mixture was
concentrated to dryness and was subjected to column chro-
matography using 3% NH,OH/MeOH/methylene chloride
(0-20%) to give the desired product (37 mg, 29%). 'H NMR
(CD,0D, 300 MHz) d: 1.44 (s, 9H), 4.41 (s, 2H), 7.40 (m,
1H),7.45-7.52 (m,3H), 7.57-7.59 (m, 3H), 7.68 (m, 1H), 7.96
(m, 2H).

The requisite intermediate for the preparation of this com-
pound was prepared as follows.

a. Preparation of Compound

Br

To a solution of (5-(4-(t-butyl)phenyl)napthalen-1-yl)
methanol (0.60 g, 2.0 mmol) in dry methylene chloride (12
ml) at 0° C. under nitrogen was added drop wise PBr; (0.40
mL). The reaction mixture was stirred at 0° C. for 1 h. The
reaction was quenched by the addition of sodium bicarbonate
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and extracted with methylene chloride. The solvent was then
removed to give product as pale oil (0.67 g, 86%). '"H NMR
(CDCl;, 300 MHz) 6: 1.45 (s, 9H), 5.06 (s, 2H), 7.36-7.46 (m,
3H), 7.50-7.60 (m, 3H), 7.69 (m, 2H), 8.00 (d, J=9.0 Hz, 1H),
8.21 (d, I=9.0 Hz, 1H).

b. Preparation of Compound

CN

A mixture of 1-(bromomethyl)-5-(4-(tert-butyl)phenyl)
naphthalene (0.20 g, 0.57 mmol), and KCN (55 mg) in DMSO
(6 mL) was stirred at room temperature overnight. The reac-
tion mixture was diluted with water and was extracted with
diethyl ether. The crude product was then purified by column
chromatography using EtOAc/hexane (20%) to afford the
product as solid (0.12 g, 74%). 'H NMR (CDCl,, 300 MHz)
d:1.41 (s, 9H), 4.19 (s, 2H), 7.39-7.44 (m, 3H), 7.50-7.53 (m,
3H), 7.61 (d, J=6.0 Hz, 1H), 7.66 (d, J=6.0 Hz, 1H), 7.88 (d,
J=6.0 Hz, 1H), 7.97 (d, J=9.0 Hz, 1H).

Example 57

Preparation of Compound

HN

A mixture of 2-(5-(4-(CF;)phenyl)napthalen-1-yl)acetoni-
trile (0.10 g, 0.32 mmol), in Et,0 (2.0 mL) was treated with
4N HCl/dioxane (2.0 mL.), and was stirred at 0° C. for 4 h. The
mixture was then put into the refrigerator overnight. The solid
thus formed was filtered and then treated with NH,OH/EtOH
(5 mL) and heated to reflux for 8 h. The reaction mixture was
concentrated to dryness and was subjected to column chro-
matography using 3% NH,OH/MeOH/methylene chloride
(0-20%) to give the desired product (22 mg, 20%). 'H NMR
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(CDCl,, 300 MHz) &: 4.44 (s, 2H), 7.50-7.62 (m, 4H), 7.67-
7.76 (m, 3H), 7.86 (d, J=9.0 Hz, 2H), 8.06 (d, J=6.0 Hz, 1H).

The requisite intermediate for the preparation of this com-
pound was prepared as follows.

a. Preparation of Compound

Br

To a solution of (5-(4-(CF;)phenyl)napthalen-1-yl)metha-
nol (0.30 g, 0.99 mmol) in dry methylene chloride (10 ml) at
0° C. under nitrogen was added drop-wise PBr; (0.14 mL).
The reaction mixture was stirred at 0° C. for 1 h. The reaction
was quenched by the addition of sodium bicarbonate and
extracted with methylene chloride. The solvent was then
removed to give product as pale gum and used for the next

step as crude.

b. Preparation of Compound

CN

A mixture of 1-(bromomethyl)-5-(4-(CF;)phenyl)naph-
thalene (0.30 g), and KCN (100 mg) in DMSO (8.0 mL) was
stirred at room temperature overnight. The reaction mixture
was diluted with water and was extracted with diethyl ether.
The crude product was then purified by column chromatog-
raphy using EtOAc/hexane (20%) to afford the product as
solid (0.26 g, 84%). "H NMR (CDCl,, 300 MHz) &: 4.18 (5,
2H), 7.46-7.55 (m, 2H), 7.62-7.75 (m, 4H), 7.80-7.88 (m,
3H), 7.99 (m, 1H).

10

15

20

25

35

40

45

50

55

60

65

248
Example 58

Preparation of Compound

NH

MeO ’

OMe

OMe

HN NH,

A mixture of diBoc protected starting material, Intermedi-
ate f of Example 58 (18 mg) in a mixture of TFA/CH,Cl,
(0.8/0.8 mL) was set at room temperature overnight. A1l TFA/
CH,Cl, were removed under reduced pressure, the residue
was purified with flash column (Si0,, 3% NH,OH-MeOH/
CH,C1, 0-20%) gave the desired product to give the desired
product as a white solid (10 mg). 'HNMR (CDCl,, 400 MHz)
d:1.34 (S, 9H), 3.48 (S, 3H), 3.82 (S, 3H), 4.62 (bs, 2H), 6.71
(M, 1H), 6.80 (M, 1H), 7.35 (M, 3H), 7.44 (M, 2H), 7.52 (M,
2H), 7.90 (M, 2H).

The requisite intermediate for the preparation of this com-
pound was prepared as follows.

a. Preparation of Compound

HO |

CHO

A solution of titanium tetrachloride (2.1 mL, 2.1 mmol)
and dichloromethyl ether (0.1 mL) was stirred at 0° C. for 15
minutes. A solution of 2-hydroxy-5-bromonapthalene (223
mg, 1.0 mmol) in 3.0 mL. of methylene chloride was added
drop wise, the solution was allowed to warm to room tem-
perature and stirred for 12 h. 10 mL of 1IN HC] was added, and
the mixture was extracted with methylene chloride. The
organic layer was washed with water, dried and evaporated to
give crude product. Silica gel chromatography produced 120
mg of the desired product. 'H NMR (CDCl,, 400 MHz) d:
7.25(d, I=8.0 Hz, 1H), 7.46 (t, J=8.0 Hz, 1H), 7.74 (d, I=8.0
Hz, 1H), 8.33 (d, J=8.0 Hz, 1H), 8.47 (d, J=8.0 Hz, 1H), 10.8
(S, 1H), 13.2 (S, 1H).
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b. Preparation of Compound

A mixture of 2-hydroxy-5-bromo-1-naphthaldehyde (120
mg), 4-t-butylphenylboronic acid (2 equiv.), Cs,CO; (2
equiv.), Pd (PPh;),Cl, (5 mol %) in dioxane (3 mL) was
subject to a microwave reactor for 15 minutes. The crude
reaction mixture was diluted with ethyl acetate and was fil-
tered through a plug of Celite and silica gel. The filtrate was
concentrated under vacuo and was subjected to flash column
chromatography to afford the desired product (120 mg). 'H
NMR (CDCl,, 400 MHz) 8: 7.1 (d, J=8.0 Hz, 1H), 7.29-7.43
(M, 3H), 7.56 (M, 2H), 7.67 (M, 1H), 8.16 (d, J=8.0 Hz, 1H),
8.39 (d, I=8.0 Hz, 1H), 10.9 (S, 1H), 13.2 (S, 1H).

c. Preparation of Compound

TfO | |
CHO
5-(4-t-Butylphenyl)-2-hydroxy-1-naphthaldehyde (113

mg) was dissolved in dichloromethane to which added 2.0
equivalent of triethylamine and 1.5 equivalent of Tf,O at -78°
C. After the reaction was complete, the reaction mixture was
diluted with more methylene chloride which was then washed
with saturated sodium bicarbonate and brine. The crude mix-
ture was then purified by flash column chromatography to
afford the product (70 mg). "H NMR (CDCl,, 400 MHz) &:
1.34 (s, 9H), 7.29-7.34 (m, 3H), 7.45 (m, 2H), 7.52 (d, I=4.0
Hz, 1H), 7.72 (m, 1H), 8.25 (d, J=12.0 Hz, 1H), 9.11 (d,
J=12.0 Hz, 1H), 10.76 (s, 1H).
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d. Preparation of Compound

CHO

MeO OMe

OMe

A mixture of 5-(4-t-butylphenyl)-1-formylnaphthalen-2-
yl trifluoromethanesulfonate (60 mg), 2,3,4-trimethoxyphe-
nylboronic acid (60 mg), Cs,CO; (300 mg), Pd (PPh,),Cl, (5
mol %) in dioxane (3 mL) was subject to a micro wave
reaction for 15 minutes. The crude reaction mixture was
diluted with ethyl acetate and was filtered through a plug of
Celite and silica gel. The filtrate was concentrated under
vacuo and was subjected to flash column chromatography to
afford the desired product (40 mg). 'H NMR (CDCl,, 400
MH?z) §: 3.65 (S, 3H), 3.97 (S, 6H), 6.81 (d, J=8.0 Hz, 1H),
7.00(d,J=8.0Hz, 1H),7.42-7.47 (M, 3H), 7.54-7.57 (M, 3H),
7.72-7.76 (M, 1H), 8.22 (d, J=8.0 Hz, 1H), 9.35 (d, J=8.0 Hz,
1H), 10.24 (S, 1H).

e. Preparation of Compound

OH

MeO |

OMe

OMe

A mixture of 5-(4-t-butylphenyl)-2-(2,3,4-trimethoxyphe-
nyl)-1-naphthaldehyde (40 mg) and NaBH, (20 mg) in 95%
EtOH (3 mL) was stirred at room temperature for 1 h. After 1
h, acetone was added and the filtered solution was concen-
trated to give pure desired product as a white solid (35 mg). 'H
NMR (CDCl,, 400 MHz) &: 1.45 (S, 9H), 3.52 (8, 3H), 3.96
(S,3H), 4.01 (S, 3H), 4.71-4.74 (M, 1H), 5.09 (M, 1H), 6.84
(d, J=8.0 Hz, 1H), 7.00 (d, J=8.0 Hz, 1H), 7.33 (d, J=8.0 Hz,
1H), 7.47-7.56 (M, 4H), 7.69 (t, J=8.0 Hz, 1H), 8.00 (d,
J=8.00 Hz, 1H), 8.43 (d, J=8.0 Hz, 1H).
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f. Preparation of Compound

NH

PN

To a mixture of (5-(4-tert-butylphenyl)-2-(2,3,4-tri-
methoxyphenyl)naphthalen-1-yl)methanol (35 mg),
di-Bocguanidine (42 mg) and Ph;P (32 mg, 0.13 mmol) in
toluene (3 mL) at 0° C.under nitrogen was added DIAD (0.02
ml, 0.10 mmol). The reaction mixture was stirred at room
temperature overnight. The reaction mixture was concen-
trated to an oil residue. Purification with flash column (Si0,,
EtOAc/hexane 0-30%) gave the desired product (30 mg). 'H
NMR (CDCl;, 400 MHz) §: 1.34 (s, 18H), 1.48 (s, 9H), 3.64
(s, 3H), 3.81 (s, 3H), 3.82 (s, 3H), 5.40 (d, J=12.0 Hz, 1H),
5.90(d,J-16.0Hz, 1H), 6.54 (d,J=8.0 Hz, 1H), 6.82 (d, J=8.0
Hz, 1H), 7.11 (d, J=8.0 Hz, 1H), 7.37-7.48 (m, 6H), 7.80 (d,
J=8.0Hz, 1H), 8.10 (d, J-8.0 Hz, 1H), 8.48 (bs, 1H), 8.99 (bs,
1H).

MeO OMe

OMe

BocN NHBoc

Example 59

Preparation of Compound

A 2-dram vial was added 2-(1-(4-t-butylphenyl)naphtha-
len-6-yl)phenyl)methanesulfonate (18 mg, 0.04 mmol),
CH,CN (1 mL), N,N-dimethylethane-1,2-diamine (36 mg,
0.4 mmol). The sealed vial was heated to 80° C. for 12 h. After
cooled to room temperature, the reaction mixture was diluted
with EtOAc (30 mL), washed with saturated NaHCO; (10
mL), brine (10 mL), dried over Na,SO,, concentrated in
rotavapor and purified on silica gel. Elution with CH,Cl, to
(10/89/1: MeOH/CHCl;/ammonium hydroxide) afforded the
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desired compound (8.0 mg, 45%) as colorless oil. 'H NMR
(CDCl,, 400 MHz) § 7.92 (d, 1H, J=8.64 Hz), 7.82 (d, 1H,
J=1.20 Hz), 7.78 (d, 1H, J=8.08 Hz), 7.36-7.50 (m, 8H),
7.25-7.32 (m, 3H), 3.72 (s, 2H), 2.48 (t, 2H, J=6.12 Hz), 2.22
(t, 2H, J=6.12 Hz), 2.00 (s, 6H), 1.35 (s, 9H).

The requisite intermediate for the preparation of this com-
pound was prepared as follows.
a. Preparation of Compound

HO I |

A 50-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with 5-bromonaphthalen-2-ol (500 mg, 2.24 mmol),
4-t-butylphenylboronic acid (600 mg, 3.36 mmol), water/
dioxane (4 mL/16 ml), K,CO; (68 mg, 4.46 mmol). The
resulting solution was degassed for 5 min, then Pd(PPh;),
(130 mg, 0.112 mmol) was added. The reaction mixture was
warmed to 90° C. and stirred for 3 h. After cooled to room
temperature, the reaction mixture was diluted with EtOAc (60
ml) and washed with saturated NaHCO; (20 mL), brine (20
mL), dried over NaSO,,.. The organic layer was concentrated
in rotavapor and purified on silica gel. Elution with 10%
EtOAc/hexanes afforded the desired compound (570 mg,
92%) as an off white solid. 'H NMR (CDCl;, 400 MHz) &
7.87 (d, 1H, J=9.16 Hz), 7.68 (d, 1H, J=7.68 Hz), 7.40-7.51
(m, 5H), 7.20-7.28 (m, 2H), 7.04 (dd, 1H, J=2.60, 9.16 Hz),
5.03 (s, 1H), 1.41 (s, 9H).

b. Preparation of Compound

TfO | I

A 50-mL round bottom flask equipped with a magnetic
stirrer under nitrogen was charged with 5-(4-t-butylphenyl)
naphthalen-2-ol (570 mg, 2.06 mmol), CH,Cl, (10 mL), and
triethylamine (0.78 ml, 5.58 mmol). After cooling to -70° C.,
triflic anhydride (0.52 ml, 3.07 mmol) was added via a
syringe over 5 min, then stirred at =70° C. for 30 min. The
reaction mixture was diluted with CH,Cl, (60 mL) and
washed with saturated NaHCO; (20 ml), brine (20 mL), dried
over Na,SO,, concentrated in rotavapor and purified on silica
gel. Elution with 5% EtOAc/hexanes afforded the desired
compound (802 mg, 95%) as a white solid. 'H NMR (CDCl,,
400 MHz) 6 8.07 (d, 1H, J=9.32 Hz), 7.88 (d, 1H, ]=8.20 Hz),
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7.40-7.51 (m, 5H), 7.82 (d, 1H, I=2.52 Hz 7.64 (t, 1H, J=7.84
Hz), 7.52-7.56 (m, 3H), 7.41-7.43 (m, 2H), 7.32 (dd, 1H,
J=2.56,9.32 Hz), 1.44 (s, 9H).
c. Preparation of Compound

H
(6]

A 50-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with 1-(4-t-butylphenyl)naphthalen-6-yl trifluo-
romethanesulfonate (280 mg, 0.69 mmol), 2-formalphenyl-
boronic acid (123 mg, 0.82 mmol), water/acetonitrile (2 mL/6
ml), K,CO, (193 mg, 1.4 mmol), 2-dicyclohexylphosphino-
2'4' 6'-triisopropylbiphenyl (33 mg, 0.07 mmol). The result-
ing solution was degassed for 5 min, then Pd(OAc), (8.0 mg,
0.03 mmol) was added and the solution was carefully
degassed. The reaction mixture was warmed to 100° C. and
stirred for 2 h. After cooled to room temperature, the reaction
mixture was diluted with EtOAc (50 mL) and washed with
saturated NaHCO; (15 mL), brine (15 mL), dried over
Na,SO,. The organic layer was concentrated in rotavapor and
purified on silica gel. Elution with 5% EtOAc/hexanes
afforded the desired compound (182 mg, 73%) as colorless
oil. 'THNMR (CDCl,, 400 MHz) § 9.98 (s, 1H), 7.98-8.01 (m,
2H), 7.80-7.81 (m, 2H), 7.38-7.48 (m, 10H), 4.69 (s, 2H),
1.35 (s, 9H).

d. Preparation of Compound

OH

A 25-mL round bottom flask equipped with a magnetic
stirrer was charged with 2-(1-(4-t-butylphenyl)naphthalen-6-
yDbenzaldehyde (180 mg, 0.49 mmol), ethanol (95%, 5 mL),
NaBH, (38 mg, 1.0 mmol) was added in one portion. The
reaction mixture was stirred at room temperature for 1 h.
Acetone (1 mL) was added to the reaction mixture. After 20
min, the reaction mixture was concentrated and the residue
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was partitioned between EtOAc (50 mL) and 1 N HCI (15
mL). The organic layer was washed with saturated NaHCO,
(15 mL), brine (15 mL), dried over Na,SO,, concentrated in
rotavapor and purified onsilica gel. Elution with 10% EtOAc/
hexanes afforded the desired compound (158 mg, 88%) as a
white solid. 'H NMR (CDCl,, 400 MHz) & 8.01 (d, 1H,
J=8.68 Hz), 7.89 (s, 1H), 7.86 (d, 1H, J=8.20 Hz), 7.52-7.60
(m, 4H), 7.38-7.48 (m, 7H), 4.69 (s, 2H), 1.42 (s, 9H).

e. Preparation of Compound

O OMs

A 25-mL round bottom flask equipped with a magnetic
stirrer under nitrogen was charged with 2-(1-(4-tert-bu-
tylphenyl)naphthalen-6-yl)phenylmethanol (140 mg, 0.38
mmol), CH,Cl, (5§ mL), and triethylamine (0.11 ml, 0.76
mmol). Methanesulfonyl chloride (44 ul., 0.57 mmol) was
added via a syringe. The resulting reaction mixture was
stirred at room temperature overnight. The reaction mixture
was diluted with CH,Cl, (30 mL) and washed with saturated
NaHCO; (10 ml), brine (10 mL), dried over Na,SO,, and
concentrated in rotavapor and purified on silica gel. Elution
with 10% EtOAc/hexanes afforded the desired compound
(170 mg, quantitative) as a white solid. 'H NMR (CDCl,, 400
MH?z) § 8.03 (d, 1H, J=8.72 Hz), 7.95 (d, 1H, J=1.52 Hz),
7.37-7.60 (m, 11H), 4.58 (s, 2H), 2.20 (s, 3H), 1.42 (s, 9H).

Example 60

Preparation of Compound

A 2-dram vial was added 2-(1-(4-tert-butylphenyl)naph-
thalen-6-yl)phenyl)methanesulfonate (18 mg, 0.04 mmol),
dimethylamine (2 M in THEF, 2 mL)). The sealed vial was
heated to 60° C. for 12 h. After cooled to room temperature,
the reaction mixture was diluted with EtOAc (30 mL),
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washed with saturated NaHCO, (10 mL), brine (10 mL),
dried over Na,SO,, concentrated in rotavapor and purified on
silica gel. Elution with CH,Cl, to (10/89/1: MeOH/CHCl,/
ammonium hydroxide) afforded the desired compound (10.0
mg, 63%) as colorless oil. 'TH NMR (CDCl,, 400 MHz) 8 8.01
(d, 1H, J=8.64 Hz), 7.94 (s, 1H), 7.89 (d, 1H, J=8.12 Hz),
7.40-7.62 (m, 8H), 7.33-7.44 (m, 3H), 3.44 (s, 2H), 2.19 (s,
6H), 1.45 (s, 9H).

Example 61

Preparation of Compound

O H
N,

N

A 2-dram vial was added 2-(1-(4-t-butylphenyl)naphtha-
len-6-yl)phenyl)methanesulfonate (18 mg, 0.04 mmol),
methanamine (2 M in THF, 2 mL)). The sealed vial was
heated to 60° C. for 12 h. After cooled to room temperature,
the reaction mixture was diluted with EtOAc (30 mL),
washed with saturated NaHCO, (10 mL), brine (10 mL),
dried over Na,SO,, concentrated in rotavapor and purified on
silica gel. Elution with CH,Cl, to (10/89/1: MeOH/CHCl,/
ammonium hydroxide) afforded the desired compound (7.6
mg, 50%) as colorless oil. 'HNMR (CDCl,, 400 MHz) § 7.93
(d, 1H, J=8.64 Hz), 7.78-7.83 (m, 2H), 7.36-7.51 (m, 8H),
7.26-7.33 (m, 3H), 3.69 (s, 2H), 2.24 (s, 3H), 1.35 (s, 9H).

Example 62

Preparation of Compound
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A 2-dram vial was added 2-(1-(4-t-butylphenyl)naphtha-

len-6-yl)phenyl)methanesulfonate (14 mg, 0.03 mmol),
CH,CN (1 mL), ethane-1,2-diamine (20 mg, 0.3 mL). The
sealed vial was heated to 60° C. for 12 h. After cooled to room
temperature, the reaction mixture was diluted with EtOAc (30
ml), washed with saturated NaHCO; (10 mL), brine (10 mL),
dried over Na,SO,, concentrated in rotavapor and purified on
silica gel. Elution with CH,Cl, to (10/89/1: MeOH/CHCl,/
saturated NH; in water) afforded the desired compound (13
mg, quantitative) as colorless oil. 'H NMR (CDCl,, 400
MHz)$8.03 (d, 1H, J=8.64 Hz),7.93 (d, 1H,J=1.20Hz), 7.88
(d, 1H, J=8.08 Hz), 7.48-7.60 (m, 8H), 7.35-7.43 (m, 3H),
3.82 (s, 2H), 2.70 (t, 2H, J=5.60 Hz), 2.58 (t, 2H, J=5.48 Hz),
1.45 (s, 9H).

Example 63

Preparation of Compound

IG@N//

AN

A solution of (2-(1-(4-t-butylphenyl)naphthalen-6-yl)phe-
nyl)-N,N-dimethylmethanamine (82.0 mg, 0.21 mmol) in
iodomethane (1.5 mL) in a sealed 2-dram vial was stirred at
50° C. overnight. After cooled to room temperature, Et,O was
added to the reaction mixture. The solid was collected by
filtration. After triturated with Et,O and dried, there was
obtained the desired compound (70 mg, 63%) as a white solid.
'H NMR (CDCl,, 400 MHz) 8 8.11 (d, 1H, J=8.68 Hz), 8.07
(d, 1H, J=7.64 Hz), 7.88 (d, 1H, J=7.96 Hz), 7.81 (d, 1H,
J=1.52 Hz), 7.45-7.65 (m, 9H), 7.32 (dd, 1H, J=1.84, 8.60
Hz), 5.0 (s, 2H), 3.07 (s, 9H), 1.43 (s, 9H).
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Example 64

Preparation of Compound

PN

A 25-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with 1-(4-t-butylphenyl)naphthalen-6-yl trifluo-
romethanesulfonate (55 mg, 0.135 mmol), 3-(dimethy-
lamino)phenylboronic acid (27 mg, 0.16 mmol), water/aceto-
nitrile (1 ml/3 ml), K,CO; (40 mg, 0.27 mmol),
2-dicyclohexylphosphino-2',4',6'-triisopropylbiphenyl (7
mg, 0.014 mmol). The resulting solution was degassed for 5
min, then Pd(OAc), (2.0 mg, 0.007 mmol) was added and the
solution was carefully degassed. The reaction mixture was
warmed to 100° C. and stirred for 2 h. After cooled to room
temperature, the reaction mixture was diluted with EtOAc (50
ml) and washed with saturated NaHCO; (15 mL), brine (15
ml), dried over Na,SO,,. The organic layer was concentrated
in rotavapor and purified on silica gel. Elution with 5%
EtOAc/hexanes afforded the desired compound (30 mg, 59%)
as a white solid. "H NMR (CDCl,, 400 MHz) & 8.02 (d, 1H,
J=1.60Hz),7.94 (d, 1H, ]=8.68 Hz), 7.82 (d, 1H, ]=8.20 Hz),
7.62 (dd, 1H, J=1.64, 8.76 Hz), 7.26-7.48 (m, 7H), 6.98-7.01
(m, 2H), 6.71 (dd, 1H, J=2.48, 8.28 Hz), 2.96 (s, 6H), 1.35 (s,
9H).

Example 65

Preparation of Compound

\N 1©
O™
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A solution of the 3-(1-(4-t-butylphenyl)naphthalen-6-y1)-
N,N-dimethylbenzenamine (30 mg, 0.08 mmol) in

iodomethane (1.0 mL) in a sealed 2-dram vial was stirred at
80° C. overnight. After cooled to room temperature, Et,O was
added to the suspension. The solid was collected by filtration
to afford the desired compound (35 mg, 85%) as an off white
solid. 'HNMR (CDCl,, 400 MHz) 8 8.30 (d, 1H, I=1.72 Hz),
8.10-8.14 (m, 2H), 8.05 (d, 1H, J=8.28 Hz), 7.88-7.95 (m,
2H), 7.68-7.78 (m, 2H), 7.48-7.64 (m, 6H), 4.14 (s, 9H), 1.45
(s, 9H).

Example 66

Preparation of Compound

PN

A 25-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with the triflate (25 mg, 0.06 mmol), 3-(dimethy-
lamino)phenylboronic acid (14 mg, 0.07 mmol), water/aceto-
nitrile (1 mL./3 ml), K,CO; (17 mg, 0.12 mmol), 2-dicyclo-
hexylphosphino-2',4',6'-triisopropylbiphenyl (5 mg, 0.01
mmol). The resulting solution was degassed for 5 min, then
Pd(OAc), (2.0 mg, 0.009 mmol) was added and the solution
was carefully degassed. The reaction mixture was warmed to
100° C. and stirred for 1.5 h. After cooled to room tempera-
ture, the reaction mixture was diluted with EtOAc (30 mL)
and washed with saturated NaHCO; (10 mL), brine (10 mL),
dried over Na,SO,. The organic layer was concentrated with
arotavapor and purified on silica gel. Elution with 5% EtOAc/
hexanes afforded the desired compound (16 mg, 67%) as a
white solid. 'H NMR (CDCl,, 400 MHz) & 8.03 (d, 2H,
J=1.52Hz),7.94 (d, 1H, J=8.80 Hz), 7.86 (d, 1H, J=8.20 Hz),
7.58-7.70 (m, 5H), 7.25-7.52 (m, 8H), 7.67-7.01 (m, 2H),
6.69-6.72 (m, 1H), 2.95 (s, 6H).
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The requisite intermediate for the preparation of this com-
pound was prepared as follows.
a. Preparation of Compound

A 100-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with 5-bromonaphthalen-2-ol (300 mg, 1.35 mmol),
3-biphenylboronic acid (523 mg, 2.69 mmol), water/dioxane
(4 mL/16 ml), K,CO; (383 mg, 2.78 mmol). The resulting
solution was degassed for 5 min, then Pd(PPh,), (77 mg, 0.07
mmol) was added. The reaction mixture was heated to 100° C.
for 12 h. After cooled to room temperature, the reaction
mixture was diluted with EtOAc (60 mL) and washed with
saturated NaHCO; (20 mL), brine (20 mL), dried over
Na,SO,. The organic layer was concentrated in rotavapor and
purified on silica gel. Elution with 10% EtOAc/hexanes
afforded the desired compound (323 mg, 81%) as a white
solid. "H NMR (CDCl,, 400 MHz) 8 7.90 (d, 1H, J=9.12 Hz),
7.67-7.75 (m, 5H), 7.59 (t, 1H, J=7.56 Hz), 7.46-7.53 (m,
4H), 7.34-7.41 (m, 2H), 7.25 (d, 1H, J=2.56 Hz), 7.09 (dd,

1H, J=2.56, 9.12 Hz), 5.20 (s, 1H).

HO

b. Preparation of Compound

TfO | |

A 50-mL round bottom flask equipped with a magnetic
stirrer under nitrogen was charged with the 5-(biphenyl-3-yl)
naphthalen-2-ol (323 mg, 1.09 mmol), CH,Cl, (10 mL), and
triethylamine (0.31 ml, 2.20 mmol). After cooling to -70° C.,
triflic anhydride (0.21 ml, 1.20 mmol) was added via a
syringe. The resulting reaction mixture was stirred at =70° C.
for 30 min, then room temperature for 30 min. The reaction
mixture was diluted with CH,Cl, (50 mL) and washed with
saturated NaHCO; (20 ml), brine (20 mL), dried over
Na,SO,, and concentrated in rotavapor and purified on silica
gel. Elution with 5% EtOAc/hexanes afforded the desired
compound (434 mg, 93%) as a white solid. "H NMR (CDCl,,
400 MHz) 6 7.98 (d, 1H, J=9.32 Hz), 7.83 (d, 1H, ]=8.16 Hz),
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7.75 (d, 1H, 1=2.56 Hz), 7.48-7.65 (m, 7H), 7.36-7.42 (m,
3H), 7.27-7.33 (m, 1H), 7.25 (dd, 1H, J=9.32, 2.65 Hz).

Example 67

Preparation of Compound

\1e

PN

A solution of the compound of Example 66 (15 mg, 0.04
mmol) in iodomethane (1.0 mL) was stirred in a sealed
2-dram vial at 80° C. overnight. After cooled to room tem-
perature, the reaction mixture was added Et,O. The solid was
collected by filtration to afford the desired compound (18 mg,
90%) as a light yellow solid. 'H NMR (CDCl,, 400 MHz) &
8.38 (s, 1H), 8.17 (s, 1H), 8.10-8.13 (m, 2H), 7.89-7.95 (m,
2H), 7.36-7.76 (m, 13H), 4.14 (s, 9H).

Example 68

Preparation of Compound

Sy l

A 25-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with the triflate (25 mg, 0.06 mmol), 4-(dimethy-
lamino)phenylboronic acid (14 mg, 0.07 mmol), water/aceto-
nitrile (1 mL./3 ml), K,CO; (17 mg, 0.12 mmol), 2-dicyclo-
hexylphosphino-2',4',6'-triisopropylbiphenyl (5 mg, 0.01
mmol). The resulting solution was degassed for 5 min, then
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Pd(OAc), (2.0 mg, 0.009 mmol) was added and the solution
was carefully degassed. The reaction mixture was warmed to
100° C. and stirred for 1.5 h. After cooled to room tempera-
ture, the reaction mixture was diluted with EtOAc (30 mL)
and washed with saturated NaHCO; (10 mL), brine (10 mL),
dried over Na,SO,. The organic layer was concentrated on a
rotavapor and purified on silica gel. Elution with 5% EtOAc/
hexanes afforded the desired compound (20 mg, 83%) as a
white solid. 'H NMR (CDCl;, 400 MHz) 8 7.98 (s, 1H), 7.90
(d, 1H, J=8.79 Hz), 7.82 (d, 1H, J=8.02 Hz), 7.18-7.79 (m,
14H), 6.77-6.80 (m, 2H), 2.94 (s, 6H).

Example 69

Preparation of Compound

\@
//NI
©

A solution of the compound of Example 68 (20 mg, 0.05
mmol) in iodomethane (1.0 mL) was stirred in a sealed
2-dram vial at 80° C. overnight. After cooled to room tem-
perature, Et,O was added to the suspension. The solid was
collected by filtration to afford the desired compound (16 mg,
59%) as a light yellow solid. 'H NMR (CDCl,, 400 MHz) &
8.15 (d, 1H, J=1.76 Hz), 8.11 (d, 1H, J=8.88 Hz), 8.04-8.06
(m, 2H), 7.97-8.00 (m, 2H), 7.36-7.78 (m, 13H), 4.11 (s, 9H).

Example 70

Preparation of Compound
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A 100-mL round bottom flask equipped with a magnetic

stirrer, a condenser and a nitrogen in/outlet adapter was
charged with the starting material cyano (82 mg, 0.21 mmol),
THF/toluene (10 mL/10 mL). After cooled to 0° C., LiAlH,
(30 mg, 0.79 mmol) was added to the reaction mixture. The
reaction mixture was heated to 100° C. and stirred for 3 h.
After cooled to 0° C., the reaction mixture was diluted with
EtOAc (50 mL) and quenched with 15% NaOH (0.24 mL.),
water (1 mL). The organic layer was decanted, dried over
Na,SO,, concentrated in rotavapor and purified on silica gel.
Elution with 5% MeOH/CH,Cl, afforded the desired com-
pound (25 mg, 30%) as a white solid. 'H NMR (CDCl,, 400
MHz)$8.13 (d, 1H, J=1.68 Hz), 8.04 (d, 1H, J=8.80Hz), 7.94
(d, 1H, J=7.88 Hz), 7.33-7.78 (m, 16H), 3.99 (s, 2H).

The requisite intermediate for the preparation of this com-

pound was prepared as follows.

a. Preparation of Compound

CN

A 25-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with the triflate (100 mg, 0.23 mmol), 3-cyanophe-
nylboronic acid (45 mg, 0.30 mmol), water/acetonitrile (2
ml/6 ml), K,CO; (17 mg, 0.12 mmol), 2-dicyclohexylphos-
phino-2'.4',6'-triisopropylbiphenyl (11 mg, 0.023 mmol). The
resulting solution was degassed for 5 min, then Pd(OAc), (2.0
mg, 0.009 mmol) was added and the solution was carefully
degassed. The reaction mixture was heated to 80° C. and
stirred for 4 h. After cooled to room temperature, the reaction
mixture was diluted with EtOAc (30 mL) and washed with
saturated NaHCO; (10 mL), brine (10 mL), dried over
Na,SO,. The organic layer was concentrated with a rotavapor
and purified on silica gel. Elution with 5% EtOAc/hexanes
afforded the desired compound (82 mg, 92%) as a white solid.
'H NMR (CDCl,, 400 MHz) 4 8.13 (d, 1H, J=1.72 Hz), 8.10
(d, 1H, J=8.84 Hz), 8.04 (s, 1H),7.98 (d, 2H, J=8.12 Hz), 7.78
(s, 1H), 7.46-7.74 (m, 12H), 7.40 (m, 1H).
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Example 71

Preparation of Compound

A 25-mL round bottom flask equipped with a magnetic
stirrer under N, was charged with the starting material amine
(20 mg, 0.05 mmol), MeOH (2 mL), formaldehyde (37% in
water, 44 pl, 0.5 mmol), and zinc chloride (4 mg, 0.025 mmol)
at room temperature. Sodium cyanoborohydride (4 mg, 0.05)
was added. After being stirred at room temperature for 12 h,
the reaction mixture was treated with 0.1 N NaOH (1 mL).
After most of methanol was evaporated under reduced pres-
sure, the aqueous solution was extracted with ethyl acetate
(20 mL.x2). The combined extracts were washed with water
and brine, dried over Na,SO,, concentrated with a rotavapor
and purified on silica gel. Elution with 5% MeOH/CHCl,
afforded the desired compound (20 mg, 91%) as a white foam
solid. "H NMR (CDCl,, 400 MHz) 8 8.17 (d, 1H, J=1.36 Hz),
8.06 (d, 1H, J=8.80 Hz), 7.96 (d, 1H, J=8.12 Hz), 7.34-7.80
(m, 16H), 3.56 (s, 2H), 2.33 (s, 6H).

Example 72

Preparation of Compound
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A solution of the compound of Example 71 dimethylamine
(15 mg, 0.04 mmol) in iodomethane (1.0 mL) was stirred in a
sealed 2-dram vial at 60° C. overnight. After cooled to room
temperature, the reaction mixture was added Et,O. The solid
was collected by filtration to afford the desired compound (10
mg, 50%) as a light yellow solid. 'HNMR (CDCl,, 400 MHz)
8 8.15 (d, 1H, J=1.36 Hz), 8.04 (d, 1H, J=8.92 Hz), 8.00 (s,
1H), 7.96 (d, 1H, J=7.96 Hz), 7.85 (d, 1H, J=7.96 Hz), 7.64-
7.74 (m, 6H), 7.50-7.60 (m, 3H), 7.43-7.52 (m, 4H), 7.33-
7.38 (m, 1H), 5.14 (s, 2H), 3.44 (s, 9H).

Example 73

Preparation of Compound

F

PN

A 25-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with 1-(4-fluorophenyl)naphthalene-6-yl trifluo-
romethanesulfonate (40 mg, 0.11 mmol), 3-(dimethylamino)
phenylboronic acid (30 mg, 0.18 mmol), water/acetonitrile (1
ml./3 ml), K,CO; (30 mg, 0.27 mmol), 2-dicyclohexylphos-
phino-2'.4',6'-triisopropylbiphenyl (6 mg, 0.011 mmol). The
resulting solution was degassed for 5 min, then Pd(OAc), (2.0
mg, 0.006 mmol) was added and the solution was carefully
degassed. The reaction mixture was warmed to 100° C. and
stirred for 1 h. After cooled to room temperature, the reaction
mixture was diluted with EtOAc (30 mL) and washed with
saturated NaHCO; (10 mL), brine (10 mL), dried over
Na,SO,. The organic layer was concentrated on a rotavapor
and purified on silica gel. Elution with 5% EtOAc/hexanes
afforded the desired compound (30 mg, 82%) as a white solid.
'H NMR (CDCl;, 400 MHz) & 8.03 (d, 1H, J=1.56 Hz),
7.80-7.86 (m, 2H), 7.64 (dd, 1H, J=1.88, 8.84 Hz), 7.39-7.48
(m, 3H), 7.27-7.32 (m, 2H), 7.10-7.18 (m, 2H), 6.97-7.01 (m,
2H), 6.71 (dd, 1H, J=2.56, 8.28 Hz), 2.30 (s, 6H).
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The requisite intermediate for the preparation of this com-
pound was prepared as follows.

a. Preparation of Compound

HO | |

A 100-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with 5-bromonaphthalen-2-ol (100 mg, 0.45 mmol),
4-fluorophenylboronic acid (125 mg, 0.89 mmol), water/di-
oxane (2 mL/6 ml), K,CO; (124 mg, 0.90 mmol). The result-
ing solution was degassed for 5 min, then Pd(PPh,), (26 mg,
0.02 mmol) was added. The reaction mixture was warmed to
100° C. and stirred for 3 h. After cooled to room temperature,
the reaction mixture was diluted with EtOAc (30 mL) and
washed with saturated NaHCO, (15 mL), brine (15 mL),
dried over NaSO,. The organic layer was concentrated in
rotavapor and purified on silica gel. Elution with 10% EtOAc/
hexanes afforded the desired compound (98 mg, 92%) as a
white solid. 'H NMR (CDCl,, 400 MHz) & 7.73 (d, 1H,
J=9.16 Hz), 7.68 (d, 1H, J=8.24 Hz), 7.38-7.48 (m, 3H),
7.12-7.26 (m, 5H), 7.04 (dd, 1H, J=2.6,9.12 Hz), 5.11 (s, 3H).

b. Preparation of Compound

TfO | I

A 50-mL round bottom flask equipped with a magnetic
stirrer under nitrogen was charged with 5-(4-fluorophenyl)
naphthalene-2-ol (98 mg, 0.41 mmol), CH,Cl, (10 mL), and
triethylamine (0.15 ml, 1.1 mmol). After cooling to =70° C.,
triflic anhydride (0.1 ml, 0.59 mmol) was added via a syringe.
The resulting reaction mixture was stirred at —=70—-30° C.
for 30 min. The reaction mixture was diluted with CH,Cl, (30
mL) and washed with saturated NaHCO, (10 ml), brine (10
mlL), dried over Na,SO,, concentrated in rotavapor and puri-
fied on silica gel. Elution with 5% EtOAc/hexanes afforded
the desired compound (133 mg, 88%) as colorless oil. "H
NMR (CDCl,, 400 MHz) § 7.85 (d, 1H, J=9.32 Hz), 7.81 (d,
1H, J=8.28 Hz), 7.74 (d, 1H, I=2.44 Hz), 7.55 (1, 1H, J=7.20
Hz), 7.42 (dd, 1H, J=0.96, 6.12 Hz), 7.30-7.38 (m, 2H), 7.25
(dd, 1H, J=2.48, 9.32 Hz), 7.13 (m, 2H).
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Example 74

Preparation of Compound

F

©
I

//N@\

A solution of the 3-(1-(4-fluorophenyl)naphthalen-6-y1)-
N,N-dimethylbenzenamine (30 mg, 0.09 mmol) in
iodomethane (1.0 mL) was stirred in a sealed 2-dram vial at
70° C. overnight. After cooled to room temperature, Et,O was
added to the suspension. The solid was collected by filtration
to afford the desired compound (35 mg, 83%) as off white
solid. 'H NMR (DMSO, 400 MHz) § 8.55 (s, 1H), 8.42 (s,
1H), 8.01-8.16 (m, 4H), 7.95 (d, 1H, J=8.88 Hz), 7.85 (t, 1H,
J=8.12 Hz), 7.73 (1, 1H, ]=7.96 Hz), 7.60-7.65 (m, 2H), 7.56
(d, 1H, I=7.00 Hz), 7.46 (t, 2H, J=8.76 Hz), 3.77 (s, 9H).

Example 75

Preparation of Compound

Sy [

A 25-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with 1-(4-fluorophenyl)naphthalene-6-yl trifluo-
romethanesulfonate (43 mg, 0.12 mmol), 4-(dimethylamino)
phenylboronic acid (30 mg, 0.18 mmol), water/acetonitrile (1
ml/3 ml), K,CO, (30 mg, 0.27 mmol), 2-dicyclohexylphos-
phino-2',4'6'-triisopropylbiphenyl (6 mg, 0.011 mmol). The
resulting solution was degassed for 5 min, then Pd(OAc), (2.0
mg, 0.006 mmol) was added and the solution was carefully
degassed. The reaction mixture was warmed to 100° C. and
stirred for 1 h. After cooled to room temperature, the reaction
mixture was diluted with EtOAc (30 mL) and washed with
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saturated NaHCO; (10 mL), brine (10 mL), dried over
Na,SO,. The organic layer was concentrated in rotavapor and
purified on silica gel. Elution with 5% EtOAc/hexanes
afforded the desired compound (35 mg, 88%) as a white solid.
'HNMR (CDCl,, 400 MHz) 8 7.97 (d, 1H, J=1.48 Hz), 7.80
(t, 2H, J=8.20 Hz), 7.62 (dd, 1H, J=1.64, 8.84 Hz), 7.57 (d,
2H, J=8.64), 7.38-7.45 (m, 3H), 7.27 (d, 1H, J=7.0 Hz),
7.09-7.14 (m, 2H), 6.78 (d, 2H, J=8.7 Hz), 2.95 (s, 6H).

Example 76

Preparation of Compound

\@

/N

/1

A solution of 4-(1-(4-fluorophenyl)naphthalen-6-y1)-N,N-
dimethylbenzenamine (35 mg, 0.10 mmol) in iodomethane
(1.0 mL)) was stirred in a sealed 2-dram vial at 70° C. over-
night. After cooled to room temperature, Et,O was added to
the suspension. The solid was collected by filtration to afford
the desired compound (40 mg, 80%) as a light yellow solid.
'H NMR (DMSO, 400 MHz) § 8.51 (s, 1H), 8.14-8.20 (m,
5H), 7.92-8.00 (m, 2H), 7.72 (t, 1H, ]=7.20 Hz), 7.58-7.65
(m, 2H), 7.55 (d, 1H, J=7.04 Hz), 7.46 (t, 2H, J=8.84 Hz),
3.73 (s, 9H).

Example 77

Preparation of Compound
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A 25-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with 3-(2-(3-(dimethylamino)phenyl)naphthalen-5-
yDphenyl trifluoromethanesulfonate (32 mg, 0.07 mmol),
4-tert-butylphenylboronic acid (15 mg, 0.08 mmol), water/
acetonitrile (1 mL/3 ml), K,CO; (20 mg, 0.14 mmol), 2-di-
cyclohexylphosphino-2'.4',6'-triisopropylbiphenyl (10 mg,
0.02 mmol). The resulting solution was degassed for 5 min,
then Pd(OAc), (2.0 mg, 0.009 mmol) was added and the
solution was carefully degassed. The reaction mixture was
warmed to 80° C. and stirred for 12 h. After cooled to room
temperature, the reaction mixture was diluted with EtOAc (50
ml) and washed with saturated NaHCO; (15 mL), brine (15
ml), dried over Na,SO,, concentrated with a rotavapor and
purified on silica gel. Elution with 5% EtOAc/hexanes
afforded the desired compound (15 mg, 48%) as a white solid.
'H NMR (CDCls, 400 MHz) 8 8.03 (d, 1H, J=1.60 Hz 1H),
7.95 (d, 1H, J=8.80 Hz), 7.85 (d, 1H, J=8.08 Hz), 7.38-7.69
(m, 11H), 7.28 (t, 1H, J=7.88 Hz), 6.97-7.01 (m, 2H), 6.70
(dd, 1H, J=2.50, 8.24 Hz), 2.96 (s, 6H), 1.29 (s, 9H).

The requisite intermediate for the preparation of this com-
pound was prepared as follows.

a. Preparation of Compound
I OBn

A 100-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with 5-bromonaphthalen-2-ol (500 mg, 2.24 mmol),
3-(benzyloxy)phenylboronic acid (1.02 g, 4.48 mmol), water/
dioxane (4 mL./12 ml), K,CO; (618 mg, 4.48 mmol). The
resulting solution was degassed for 5 min, then Pd(PPh;),
(129 mg, 0.11 mmol) was added. The reaction mixture was
warmed to 100° C. and stirred for 12 h. After cooled to room
temperature, the reaction mixture was diluted with EtOAc (60
ml) and washed with saturated NaHCO; (20 mL), brine (20
mL), dried over Na,SO,, concentrated in rotavapor and puri-
fied on silica gel. Elution with 10% EtOAc/hexanes afforded
the desired compound (371 mg, 51%) as a white solid. 'H
NMR (CDCl,, 400 MHz) 8 7.71 (d, 1H, J=9.12 Hz), 7.61 (d,
1H, J=8.20 Hz), 7.12-7.40 (m, 9H), 7.69-7.02 (m, 4H), 5.04
(s, 2H), 4.96 (s, 1H).

b. Preparation of Compound

HO

OBn

TfO |
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A 50-mL round bottom flask equipped with a magnetic
stirrer under nitrogen was charged with 5-(3-(benzyloxy)phe-
nyl)naphthalene-2-o0l (371 mg, 1.14 mmol), CH,Cl, (10mL),
and triethylamine (0.32 ml, 2.28 mmol). After cooling to -70°
C., triflic anhydride (0.21 ml, 1.25 mmol) was added via a
syringe. The resulting reaction mixture was stirred at -=70——
30° C. for 30 min. The reaction mixture was diluted with
CH,Cl, (30 mL) and washed with saturated NaHCO; (10 ml),
brine (10 mL), dried over Na,SO,, concentrated with a
rotavapor and purified on silica gel. Elution with 5% EtOAc/
hexanes afforded the desired compound (480 mg, 92%) as
colorless oil. '"H NMR (CDCl,, 400 MHz) 8 7.86 (d, 1H,
J=9.28Hz),7.80 (d, 1H,]=7.96 Hz), 7.72 (d, 1H, ]=2.52 Hz),
7.54 (t, 1H, J=8.04 Hz), 7.18-7.43 (m, 9H), 7.97-7.00 (m,

2H), 5.06 (s, 2H).
l OBn

c. Preparation of Compound

PN

A 25-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with 1-(3-(benzyloxy)phenyl)naphthalen-6-yl trif-
luoromethanesulfonate (195 mg, 0.12 mmol), 4-(dimethy-
lamino)phenylboronic acid (84 mg, 0.51 mmol), water/aceto-
nitrile (1 mlL/4 ml), K,CO; (200 mg, 1.44 mmol),
(20
mg, 0.04 mmol). The resulting solution was degassed for 5
min, then Pd(OAc), (5.0 mg, 0.02 mmol) was added and the
solution was carefully degassed. The reaction mixture was
heated to 100° C. and stirred for 1 h. After cooled to room

2-dicyclohexylphosphino-2',4',6'-triisopropylbiphenyl

temperature, the reaction mixture was diluted with EtOAc (50
mL) and washed with saturated NaHCO, (15 mL), brine (15
ml), dried over Na,SO,, concentrated on a rotavapor and
purified on silica gel. Elution with 5% EtOAc/hexanes
afforded the desired compound (168 mg, 92%) as a white
solid. 'HNMR (CDCl,, 400 MHz) 8 8.02 (s, 1H), 7.87 (d, 1H,
J=8.92Hz),7.84 (d, 1H,J=8.52 Hz), 7.61 (d, 1H, ]=8.76 Hz),
7.24-7.48 (m, 9H), 6.99-7.08 (m, 5H), 6.71 (1H, d, J=8.16
Hz), 5.06 (s, 2H), 2.97 (s, 6H).

10

15

20

25

30

35

40

45

50

55

60

65

270

d. Preparation of Compound
l OH

AN

A 100-mL round bottom flask equipped with a magnetic
stirrer was charged with 3-(1-(3-(benzyloxy)phenyl )naphtha-
len-6-y1)-N,N-dimethylbenzenamine (168 mg, 0.26 mmol),
MeOH (15 mL), and Pd/C (10%, 20 mg). The reaction flask
was sealed with septum and purge with N, three times; H,
three times. The reaction mixture was stirred at room tem-
perature under H, balloon for 12 h. TLC showed the starting
material was consumed. The reaction mixture was passed
through a pad of Celite and washed with MeOH. The filtrate
was concentrated to afford the crude desired compound as a
grey solid. The crude product was used in next step without

further purification.
I OTf

e. Preparation of Compound

PN

A 50-mL round bottom flask equipped with a magnetic
stirrer under nitrogen was charged with 3-(2-(3-(dimethy-
lamino)phenyl)naphthalen-5-yl)phenol (140 mg, 0.41
mmol), CH,Cl, (5 mL), and triethylamine (0.11 ml, 0.82
mmol). After cooling to =70° C., triflic anhydride (76 pl, 0.45
mmol) was added via a syringe. The resulting reaction mix-
ture was stirred at —70° C. for 30 min. The reaction mixture
was diluted with CH,Cl, (30 mL) and washed with saturated
NaHCO; (10 ml), brine (10 mL), dried over Na,SO,, concen-
trated and purified on silica gel. Elution with 5% EtOAc/
hexanes afforded the desired compound (140 mg, 72%) as
colorless oil. '"H NMR (CDCl,, 400 MHz) 8 8.04 (d, 1H,
J=1.64 Hz),7.89 (d, 1H, J=8.20 Hz), 7.79 (d, 1H, J=8.76 Hz),
7.68 (dd, 1H, J=1.84, 8.80 Hz), 7.46-7.55 (m, 3H), 7.26-7.38
(m, 4H), 7.67-7.00 (m, 2H), 6.72 (dd, 1H, d,J=2.56, 8.28 Hz),
2.97 (s, 6H).
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Example 78

Preparation of Compound

©
I

AN

A solution of the compound of Example 77 (12 mg, 0.03
mmol) in iodomethane (1.0 mL) was stirred in a sealed
2-dram vial at 80° C. overnight. After cooled to room tem-
perature, Et,O was added to the suspension. The solid was
collected by filtration to afford the desired compound (8.8
mg, 55%) as a light yellow solid. 'H NMR (CDCl,, 400 MHz)
d 8.28 (s, 1H), 8.00-8.06 (m, 3H), 7.80-7.83 (m, 2H), 7.38-
7.67 (m, 12H), 4.05 (s, 9H), 1.29 (s, 9H).

Example 79

Preparation of Compound

F
F

O F

PN

A 25-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with 3-(2-(3-(dimethylamino)phenyl)naphthalen-5-
yDphenyl trifluoromethanesulfonate (32 mg, 0.07 mmol),
4-(trifluoromethyl)phenylboronic acid (26 mg, 0.14 mmol),
water/acetonitrile (1 mL/3 ml), K,CO; (20 mg, 0.14 mmol),
2-dicyclohexylphosphino-2',4',6'-triisopropylbiphenyl (10
mg, 0.03 mmol). The resulting solution was degassed for 5
min, then Pd(OAc), (2 mg, 0.008 mmol) was added and the
solution was carefully degassed. The reaction mixture was
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warmed to 80° C. and stirred for 4 h. After cooled to room
temperature, the reaction mixture was diluted with EtOAc (30
ml) and washed with saturated NaHCO; (10 mL), brine (10
mL), dried over Na,SO,, concentrated in rotavapor and puri-
fied on silica gel. Elution with 5% EtOAc/hexanes afforded
the desired compound (22 mg, 69%) as a white solid. ‘H
NMR (CDCl,, 400 MHz) § 8.04 (s, 1H), 7.87-7.92 (m, 2H),
7.60-7.77 (m, 7H), 7.47-7.56 (m, 3H), 7.40 (d, 1H, J=6.96
Hz),7.28 (t, 1H, J=7.92 Hz), 6.98-7.01 (m, 2H), 6.72 (dd, 1H,
J=2.48, 8.12 Hz), 2.96 (s, 6H).

Example 80

Preparation of Compound

F
F

O F

I@

o~

A solution of the compound of Example 79 (22 mg, 0.05
mmol) in iodomethane (1.0 mL) was stirred in a sealed
2-dram vial at 80° C. overnight. After cooled to room tem-
perature, Et,O was added to the suspension. The solid was
collected by filtration to afford the desired compound (20 mg,
69%) as a white solid. '"H NMR (CDCl,, 400 MHz) 8 8.47 (d,
1H, J=1.88 Hz), 8.28-8.29 (m, 1H), 8.22 (d, 1H, J=8.16 Hz),
8.18 (d, 1H, J=8.84 Hz), 7.96-8.02 (m, 2H), 7.78-7.89 (m,
8H), 7.70-7.75 (m, 2H), 7.63-7.67 (m, 2H), 4.24 (s, 9H).

Example 81

Preparation of Compound

| O O |
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A 25-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with the starting material the triflate (16 mg, 0.03
mmol), 3-(dimethylamino)phenylboronic acid (7 mg, 0.45
mmol), water/acetonitrile (1 mL/3 ml), K,CO, (20 mg, 0.14
mmol), 2-dicyclohexylphosphino-2',4',6'-triisopropylbiphe-
nyl (6 mg, 0.012 mmol). The resulting solution was degassed
for 5 min, then Pd(OAc), (2.0 mg, 0.009 mmol) was added
and the solution was carefully degassed. The reaction mixture
was warmed to 100° C. and stirred for 1 h. After cooled to
room temperature, the reaction mixture was diluted with
EtOAc (30 mL) and washed with saturated NaHCO; (10 mL),
brine (10 mL), dried over Na,SO,. The organic layer was
concentrated in rotavapor and purified on silica gel. Elution
with 5% EtOAc/hexanes afforded a mixture (10 mg, ~90%
pure) of the desired compound and some impurity. The mix-
ture was used in next step without further purification.

The requisite intermediate for the preparation of this com-
pound was prepared as follows.

a. Preparation of Compound

| ‘ O |

HO

A 50-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with 5-bromonaphthalen-2-ol (40 mg, 0.18 mmol),
3,5-di(4-fluorophenyl)phenylboronic acid (67 mg, 0.22
mmol), water/dioxane (1 mL/3 ml), K,CO, (50 mg, 0.36
mmol). The resulting solution was degassed for 5 min, then
Pd(PPh;), (10 mg, 0.009 mmol) was added. The reaction
mixture was heated to 90° C. and stirred for 12 h. After cooled
to room temperature, the reaction mixture was diluted with
EtOAc (60 mL) and washed with saturated NaHCO; (20 mL),
brine (20 mL), dried over Na,SO,, concentrated in rotavapor
and purified on silica gel. Elution with 10% EtOAc/hexanes
afforded a mixture of the desired compound and some impu-
rity (80 mg) as a white solid. The crude product was used in
next step without further purification.

b. Preparation of Compound

| ‘ O |

TfO
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A 25-mL round bottom flask equipped with a magnetic
stirrer under nitrogen was charged with the starting material
phenol (80 mg, ~0.20 mmol), CH,Cl, (5§ mL), and triethy-
lamine (56 pl, 0.40 mmol). After cooling to -70° C., triflic
anhydride (40 pl, 0.24 mmol) was added via a syringe. The
resulting reaction mixture was stirred at —=70° C. for 30 min,
then room temperature for 1 h. The reaction mixture was
diluted with CH,Cl, (30 mL) and washed with saturated
NaHCO; (10 ml), brine (10 mL), dried over Na,SO,, concen-
trated, and purified on silica gel. Elution with 5% EtOAc/
hexanes afforded the desired compound (16 mg) as a white
solid. 'HNMR (CDCl,, 400 MHz) 8 8.00 (d, 1H, 1=9.32 Hz),
7.86(d, 1H,J=8.08 Hz), 7.72 (s, 1H), 7.52-7.61 (m, 8H), 7.27
(dd, 1H, J=2.48, 9.32 Hz), 7.07-7.11 (m, 4H).

Example 82

Preparation of Compound

| O O |

o™

A solution of the compound of Example 80 (10 mg, ~0.02
mmol) in iodomethane (1.0 mL) was stirred in a sealed
2-dram vial at 80° C. overnight. After cooled to room tem-
perature, Et,O was added to the suspension. The solid was
collected by filtration to afford the desired compound (6 mg)
as a light yellow solid. 'H NMR (CDCl,, 400 MHz) 8 8.30 (s,
1H), 8.04-8.11 (m, 3H), 7.78-7.84 (m, 2H), 7.49-7.72 (m,
11H), 7.07-7.11 (m, 4H), 4.06 (s, 9H).
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Example 83

Preparation of Compound

PN

O, O

/O

A 2-dram vial was added methyl 4-(1-(4-t-butylphenyl)
naphthalen-6-yl)-3-(bromomethyl)benzoate (50 mg, 0.1
mmol), acetonitrile (3 mL), methanamine (2 M in THF, 0.3
mL). The sealed vial was stirred at room temperature for 15
min. The reaction mixture was diluted with EtOAc (30 mL),
washed with saturated NaHCO; (10 mL), brine (10 mL),
dried over Na,SO,, concentrated on a rotavapor and purified
onsilica gel. Elution with CH,Cl, to (10/89/1: MeOH/CHCY/
ammonium hydroxide) afforded the desired compound (40
mg, 86%) as a white solid. ‘H NMR (CDCl,, 400 MHz) &
8.27(d, 1H, J=1.08 Hz), 8.01-8.05 (m, 2H), 7.97 (s, 1H), 7.90
(d, 1H, J=8.04 Hz), 7.44-7.61 (m, 8H), 3.97 (s, 3H), 3.44 (s,
2H), 2.20 (s, 6H), 1.45 (s, 9H).

The requisite intermediate for the preparation of this com-
pound was prepared as follows.

a. Preparation of Compound

O, C

/O

A 50-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with 1-(4-t-butylphenyl)naphthalen-6-yl trifluo-
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romethanesulfonate (500 mg, 1.22 mmol), methyl 3-methyl-
4-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)benzoate
(30 mg, 1.45 mmol), water/acetonitrile (3 m[./9 ml), K,CO,
(337 mg, 2.44 mmol), 2-dicyclohexylphosphino-2',4',6'-tri-
isopropylbiphenyl (30 mg, 0.061 mmol). The resulting solu-
tion was degassed for 5 min, then Pd(OAc), (11.2 mg, 0.05
mmol) was added and the solution was carefully degassed.
The reaction mixture was heated to 100° C. and stirred for 2
h. After cooled to room temperature, the reaction mixture was
diluted with EtOAc (60 ml) and washed with saturated
NaHCO; (20 mL), brine (20 mL), dried over Na,SO,. The
organic layer was concentrated in rotavapor and purified on
silica gel. Elution with 5% EtOAc/hexanes afforded the
desired compound (466 mg, 93%) as a white solid. "H NMR
(CDCl,, 400 MHz) 0 8.02 (d, 1H, j=8.68 Hz), 7.99 (s, 1H),
7.94 (dd, 1H, J=1.32,7.88 Hz), 7.87 (d, 1H, J=8.12 Hz), 7.83
(d, 1H, J=1.68 Hz), 7.39-7.58 (m, 8H), 3.95 (s, 3H), 2.36 (s,
3H), 1.42 (s, 9H).

b. Preparation of Compound

Br

O, O

/O

A 100-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with methyl 4-(1-(4-t-butylphenyl)naphthalen-6-yl)-
3-methylbenzoate (466 mg, 1.14 mmol), CCl, (10 mL),
AIBN (19 mg, 0.11 mmol), and NBS (213 mg, 1.20 mmol).
The reaction mixture was degassed for 5 min then heated to
80° C. for 1 h. After additional NBS (50 mg) was added. The
reaction mixture was stirred for another 1 h. After cooled to
room temperature, the reaction mixture was added hexanes
(60 mL). The solid was removed by filtration and the filtrate
was concentrated on a rotavapor and purified on silica gel.
Elution with 2% EtOAc/hexanes afforded the desired com-
pound (395 mg, 71%) as a white solid. "H NMR (CDCl,, 400
MH?z) & 8.26 (d, 1H, J=1.64 Hz), 7.80-8.08 (m, 3H), 7.90 (d,
1H, J=8.16 Hz), 7.43-7.61 (m, 8H), 4.52 (s, 2H), 3.97 (s, 3H),
1.42 (s, 9H).
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Example 84

Preparation of Compound

A solution of methyl 4-(1-(4-tert-butylphenyl)naphthalen-
6-y1)-3-(dimethylaminomethyl)benzoate (10 mg, 0.21
mmol) in iodomethane (1.0 mL) in a sealed 2-dram vial was
stirred at 50° C. overnight. After cooled to room temperature,
Et,O was added to the reaction mixture. The solid was col-
lected by filtration. After triturated with Et,O and dried, there
was obtained the desired compound (8 mg, 62%) as a white
solid. "H NMR (MeOD, 400 MHz) 8 8.30 (d, 1H, J=1.64 Hz),
8.19(dd, 1H, J=1.72, 8.04 Hz), 8.99 (d, 1H, J=8.76 Hz), 7.94
(d, 1H, J=1.64 Hz), 7.88 (d, 1H, J=8.28 Hz), 7.33-7.62 (m,
8H), 4.77 (s, 2H), 3.89 (s, 3H), 2.74 (s, 9H), 1.32 (s, 9H).

Example 85

Preparation of Compound

[0) O
©

H | a

S N
A 10-ml flask was added methyl 4-(1-(4-t-butylphenyl)
naphthalen-6-yl1)-3-((dimethylamino)methyl)benzoate (28
mg, 0.06 mmol), THF/H,O (1 mL/0.5mL), LiOH (26 mg, 0.6
mmol). After stirred at 60° C. for 12 h, the reaction mixture
was cooled to room temperature and adjusted to pH=2 by
adding 1 N HCI. The solid was collected and washed with
Et,0 to afford the desired compound (12 mg, 41%) as a white
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solid. "H NMR (MeOD, 400 MHz) § 8.30 (d, 1H, J=1.32 Hz),
8.12 (dd, 1H, J=1.60, 8.00 Hz), 7.96 (d, 1H, J=8.68 Hz),
7.80-7.89 (m, 1H), 7.33-7.56 (m, 8H), 4.41 (s, 2H), 2.53 (s,
6H), 1.32 (s, 9H).

Example 86

Preparation of Compound

-

A 2-dram vial was added methyl 4-(1-(4-t-butylphenyl)
naphthalen-6-yl)-3-(bromomethyl)benzoate (50 mg, 0.1
mmol), acetonitrile (3 mL), methanamine (2 M in THF, 0.5
mL)). The sealed vial was stirred at room temperature for 30
min. The reaction mixture was diluted with EtOAc (30 mL),
washed with saturated NaHCO, (10 mL), brine (10 mL),
dried over Na,SO,, concentrated with a rotavapor and puri-
fied on silica gel. Elution with CH,Cl, to (10/89/1: MeOH/
CHCl;y/ammonium hydroxide) afforded the desired com-
pound (30 mg, 67%) as colorless oil. '"H NMR (CDCl,, 400
MH?z) § 8.28 (s, 1H), 8.03-8.07 (m, 2H), 7.90-7.94 (m, 2H),
7.44-7.62 (m, 8H), 3.97 (s, 3H), 3.87 (s, 2H), 2.38 (s, 3H),
1.44 (s, 9H).

Example 87

Preparation of Compound

H | a

oH N
SRCIN
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A 10-ml flask was added methyl 4-(1-(4-t-butylphenyl)

naphthalen-6-yl1)-3-((methylamino)methyl)benzoate (25 mg,
0.06 mmol), THF/H,O (1 mL/0.5 mL), LiOH (26 mg, 0.6
mmol). After stirred at 80° C. for 12 h, the reaction mixture
was cooled to room temperature and adjusted to pH=2 by
adding 1 N HCI. The solid was collected and washed with
Et,O to afford the desired compound (8 mg, 31%) as a white
solid. 'H NMR (MeOD, 400 MHz)  8.20 (s, 1H), 8.06 (dd,
1H, J=1.56, 8.00 Hz), 7.94 (d, 1H, J=8.72 Hz), 7.85-7.87 (m,
2H), 7.32-7.54 (m, 8H), 4.22 (s, 2H), 2.46 (s, 3H), 1.32 (s,

9H).

Example 88

Preparation of Compound

O, C

S
H l a
oH N
jagCINg s

A 10-ml flask was added methyl 4-(1-(4-t-butylphenyl)
naphthalen-6-yl)-3-(aminomethyl)benzoate (14 mg, 0.03
mmol), THF/H,O (1 mL/0.5 mL), LiOH (25 mg, 0.5 mmol).
After stirred at 80° C. for 12 h, the reaction mixture was
cooled to room temperature and adjusted to pH=2 by adding
1 N HCI. The solid was collected and washed with Et,O to
afford the desired compound (6 mg, 40%) as a white solid. 'H
NMR (MeOD, 400 MHz) & 7.98 (d, 1H, J=1.48 Hz), 7.80-
7.86 (m, 4H), 7.44-7.49 (m, 3H), 7.32-7.36 (m, 4H), 7.22 (d,
1H, J=7.84 Hz), 3.71 (s, 2H), 1.32 (s, 9H).

10

15

20

30

35

40

45

50

55

60

65

280
Example 89

Preparation of Compound

O, O

O NH
~ 2

A 10-ml flask was added methyl 4-(1-(4-tert-butylphenyl)
naphthalen-6-yl)-3-(azidomethyl)benzoate (45 mg, 0.1
mmol), THF/water (3 mL/0.3 mL), and triphenylphosphine
polymer bound (~3.0 mmol/g, 100 mg). The reaction mixture
was stirred at room temperature for 12 h. The solid was
removed by filtration and the filtrate was dried over Na,SO,,
concentrated in rotavapor and purified on silica gel. Elution
with 50% EtOAc/hexanes afforded the desired compound (16
mg, 37%) as colorless oil. 'HNMR (MeOD, 400 MHz) § 8.15
(s, 1H), 7.80-7.91 (m, 4H), 7.46-7.51 (m, 3H), 7.33-7.38 (m,
S5H), 3.85 (s, 3H), 3.77 (s, 2H), 1.32 (s, 9H). The requisite
intermediate for the preparation of this compound was pre-
pared as follows.

a. Preparation of Compound

O, O

0 N
/ }

A 10-ml flask was added methyl 4-(1-(4-t-butylphenyl)
naphthalen-6-yl)-3-(bromomethyl)benzoate (50 mg, 0.1
mmol), DMF (1 mL), sodium azide (13 mg, 0.2 mmol). After
stirred at room temperature for 12 h, the reaction mixture was
diluted with EtOAc (30 mL), washed with 10% LiCl (10x2
ml), dried over Na,SO,, concentrated with a rotavapor and
purified on silica gel. Elution with 10% EtOAc/hexanes
afforded the desired compound (45 mg, 97%) as a white solid.
'"H NMR (CDCls, 400 MHz) 8 8.11 (d, 1H, J=1.52 Hz), 8.02
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(dd, 11, I=1.72, 7.96 Hz), 7.98 (d, 1, I=8.72 Hz), 7.80-7.82
(m, 2H), 7.38-7.53 (m, 7H), 7.33 (dd, 1H, J=1.80, 8.72 Hz),
432 (s, 2H), 3.90 (s, 3H), 1.35 (s, 9H).

Example 90

Preparation of Compound

NH,

1-([1,1'-Biphenyl]-4-y1)-6-(2-nitrophenyl)naphthalene
(64 mg, 0.159 mM) was dissolved with 1 mL of hydrazine in
20 mL of ethanol. 15 mg Pd/C was added and mixture was
allowed to stir at 85° C. for 2.5 hours. Crude mixture was then
diluted with 40 mL of EtOAc and filtered through a layer
Celite and silica. Filtrate was then subjected to drying with
Na,SO, followed by in vacuo concentration. Crude was sub-
jected to flash chromatography in which 20% EtOAc/hexanes
eluted product (58 mg, 99%) "H NMR (400 MHz, CDCl,)
d=3.72 (s, 2H), 6.69 (1,J=7.96 1H), 6.78 (t, J=7.48 1H), 7.10
(t,J=8.08, 1H), 7.13 (d, J=7.13 Hz, 1H), 7.28 (t, J=7.56, 1H),
7.37 (t,J=5.76 Hz, 3H), 7.45-7.50 (m, 4H), 7.57-763 (m, 4H),
7.78 (d, J=8.04 Hz, 1H), 7.88 (s, 1H), 7.96 (d, J=8.72, 1H).

The requisite intermediate for the preparation of this com-
pound was prepared as follows.
a. Preparation of Compound

NO,

5-([1,1'-Biphenyl]-4-yD)naphthalen-2-yl trifluo-
romethanesulfonate (308 mg, 0.719 mM) was combined with
(2-nitrophenyl)boronic acid (240 mg, 1.4 mM), K,CO; (248
mg, 1.8 mM), and XPhos (34 mg, 0.072 mM). All this was
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dissolved in a solution consisting of 9 m[. of acetonitrile and
3 mL H,O. The mixture was then brought to 100° C.
Pd(OAc), (10 mg, 0.046 mM) was then added and mixture
was allowed to stir overnight. After cooling to room tempera-
ture, crude reaction mixture was diluted with 50 mL of EtOAc
and then filtered through a plug of Celite and silica. Contents
were then dried using Na,SO, followed by vacuum concen-
tration. Final product (103 mg, 36% yield) was afforded as a
yellow solid using flash chromatography (10% EtOAc/hex-
anes). '"H NMR (400 MHz, CDCl,) d=7.25-7.30 (m, 1H)
7.36-7.43 (m, 5H), 7.43-7.55 (m, 5H), 7.57-7.66 (m, 4H),
7.75-7.82 (m, 3H), 7.93 (d, J=8.76 Hz, 1H)

b. Preparation of Compound
TfO ’

5-([1,1'-Biphenyl]-4-yl)naphthalen-2-ol (249 mg, 0.84
mM) was dissolved with triethylamine (0.23 mL, 1.68 mM)
in 12 mL of anhydrous dichloromethane. Mixture was then
cooled down to -78° C. After cooling, triflic anhydride (0.212
ml, 1.26 mM) was added drop wise to the mixture. After
stirring for one hour, mixture was diluted with 50 mL of
dichloromethane and washed with saturated NaHCO, fol-
lowed by a washing with brine. The organic layer was dried
using Na, SO, and then concentrated in vacuo. Crude product
was then subjected to flash chromatography in which purified
product eluted with 5% EtOAc/hexanes. 309 mg of product
(89% yield) was afforded as a white solid. *"H NMR (400
MHz, CDCl,) d=7.30(dd, J=9.32 Hz, J=2.56 Hz, 1H) 7.39 (t,
J=7.2 Hz, 1H), 7.48 (t, I=7.48 Hz, 2H), 7.52-7.55 (m, 3H),
7.63 (t, I=7.28 Hz, 1H), 7.68 (d, J=7.28 Hz, 2H), 7.74 (d,
J=8.08 Hz, 2H), 7.81 (dd, J=2.52 Hz, 1H), 7.88 (d, J=8.16 Hz,
1H), 8.06 (d, J=9.32 Hz, 1H).

c. Preparation of Compound

HO | |
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5-Bromo-2-naphthol (201 mg, 0.91 mM) was combined

with [1,1'-biphenyl]-4-ylboronic acid (360 mg, 1.82 mM),
K,CO, (314 mg, 2.28 mM), and XPhos (43 mg, 0.091 mM).
All this was dissolved in a solution consisting of 6 mL. of
acetonitrile and 2 ml. H,O. The mixture was then brought to
100° C. Pd(OAc), (10 mg, 0.046 mM) was then added and
mixture was allowed to stir for 4.5 hours. After cooling to
room temperature, crude reaction mixture was diluted with 50
ml of EtOAc and then filtered through a plug containing
Celite and silica. The filtrate was then dried using Na,SO,
followed by vacuum concentration. Final product was iso-
lated using flash chromatography (10% EtOAc/hexanes). 249
mg of 5-([1,1'-biphenyl]-4-yl)naphthalen-2-0l as a white
solid was afforded (93% yield). 'H NMR (400 MHz, CDCl,)
d=5.4 (s, 1H), 7.1 (dd, J=2.5 Hz, J=9.12 Hz, 1H), 7.26 (d,
J=2.48 Hz, 1H), 7.35 (d, J=7.04, 1H), 7.39-7.45 (m, 1H), 7.53
(t, J=7.28 Hz, 3H), 7.60 (d, J=7.92 Hz, 2H), 7.74 (t, ]=8.20
Hz, SH), 7.92 (d, J=9.12 Hz, 1H)

Example 91

Preparation of Compound

2-(5-([1,1'-Biphenyl]-4-yDnaphthalen-2-yl)aniline (54
mg, 0.145 mM) was dissolved with NaBH;CN (29 mg, 0.465
mM) in 5 mL of CH;CN. Several drops of acetic acid were
added to lower the pH to 6. After the desired pH was achieved,
1 ml of formaldehyde was added and the mixture was
allowed to stir overnight at room temperature. The next day,
TLC revealed that the reaction mixture contained a consider-
able amount of the monomethylated product. An additional
15 mg of NaBH;CN was then added and after 4 hours of
stirring, the monomethylated product had fully converted to
the desired dimethylated compound. Product was extracted

by diluting the reaction mixture with dichloromethane (50
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ml) and washing with NaHCO; and Brine. The organic layer

was then dried with Na, SO, followed by in vacuo concentra-
tion. Crude was subjected to flash chromatography in which
10% EtOAc/hexanes eluted 23 mg of product (40% yield) as
a white solid. "H NMR (400 MHz, CDCl,) d=2.48 (s, 6H),
6.97-7.00 (m, 2H), 7.20-7.31 (m, 3H), 7.37-7.47 (m, 4H),
7.55 (d, J=8 Hz, 2H), 760-7.66 (m, 4H), 7.71 (dd, J=8.8 Hz,
J=1.6 Hz, 1H), 7.81 (d, J=8.08 Hz, 1H), 7.91 (d, J=8.84 Hz,

1H), 7.95 (s, 1H)
Example 92
Preparation of Compound
N
S
5-([1,1'-Biphenyl]-4-yl)naphthalen-2-yl trifluo-

romethanesulfonate (24 mg, 0.056 mM) was combined with
(3-(dimethylamino)phenyl)boronic acid (18.5 mg, 0.112
mM), K,CO; (3 mg, 0.18 mM), and XPhos (3 mg, 0.006
mM). All this was dissolved in a solution consisting of 6 mL
of'acetonitrile and 2 mL. H,O. The mixture was then brought
to 100° C. Pd(OAc), (10 mg, 0.046 mM) was then added and
mixture was allowed to stir for 1.5 hours. After cooling to
room temperature, crude reaction mixture was diluted with 50
ml of EtOAc and then filtered through a plug containing
Celite and silica gel. Contents were then dried using Na,SO,
followed by vacuum concentration. Final product (5.4 mg,
24% yield) was afforded as a white solid using flash chroma-
tography (10% FEtOAc/hexanes). '"H NMR (400 MHz,
CDCl,) d=3.03 (s, 6H), 6.78 (dd, J=2.32 Hz, J=8.28 Hz, 1H),
7.04-7.10 (m, 1H), 7.33-7.41 (m, 2H), 7.45-7.52 (m, 3H),
7.56 (t, J=7.20 Hz, 2H), 7.61 (d, J=8.20 Hz, 2H), 7.68-7.75
(m, 5H), 7.93 (d, J=8.16 Hz, 1H), 8.04 (d, J=8.84 Hz, 1H),
8.11 (d, I=1.72 Hz, 1H)
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Example 93

Preparation of Compound

I
@
PR

©

3-(5-([1,1'-biphenyl]-4-yl)naphthalen-2-y1)-N,N-dim-

ethylaniline was dissolved in 4 ml of iodomethane and
heated in a sealed tube at 100° C. for 24 hours. Unreacted
Iodomethane was evaporated and crude product was washed
three times with ether to remove any unreacted starting mate-
rial. The result was 2.8 mg of product (39% yield) as a beige
powder. "H NMR (400 MHz, CDCl,) d=4.09 (s, 9H), 7.39 (1,
7.32 Hz, 1H), 7.49 (t, J=7.4, 2H), 7.53-7.65 (m, 4H), 7.67-
7.78 (m, 6H), 7.82-7.83 (m, 1H), 7.93 (d, J=7.52 Hz, 1H),
8.06 (d, J=8.2 Hz, 1H), 8.08 (s, 1H), 8.13 (d, J=8.68 Hz, 1H),
8.27 (s, 1H)

Example 94

Preparation of Compound
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5-([1,1'-Biphenyl]-4-yl)naphthalen-2-yl
romethanesulfonate (31 mg, 0.072 mM) was combined with
(4-(dimethylamino)phenyl)boronic acid (25 mg, 0.145 mM),
K,CO; (25 mg, 0.18 mM), and XPhos (4 mg, 0.007 mM). All
this was dissolved in a solution consisting of 5 mL of aceto-
nitrile and 3 mL. H,O. The mixture was then brought to 100°
C. Pd(OAc), (5 mg, 0.22 mM) was then added and mixture

trifluo-

was allowed to stir overnight. After cooling to room tempera-
ture, crude reaction mixture was diluted with 50 mL of EtOAc
and then filtered through a plug containing Celite and silica
gel. Contents were then dried using Na,SO, followed by
vacuum concentration. Final product (18 mg, 62% yield) was
afforded as a white solid using flash chromatography (10%
EtOAc/hexanes). 'H NMR (400 MHz, CDCl,) d=2.94 (s,
6H), 6.78 (d, J=Hz, 2H), 7.28-7.36 (m, 2H), 7.39-7.48 (m,
3H), 7.53 (m, 2H), 7.58 (m, 2H), 7.60-7.68 (m, SH), 7.81 (d,
J=8.20 Hz, 1H), 7.92 (d, J=8.84 Hz, 1H), 7.98 (d, I=1.76 Hz,
1H)

Example 95

Preparation of Compound

4-(5-([1,1'-Biphenyl]-4-yD)naphthalen-2-y1)-N,N-dim-
ethylaniline was dissolved in 4 mL of iodomethane and
heated in a sealed tube at 100° C. for 24 hours. Unreacted
Iodomethane was evaporated and the crude reaction mixture
was washed three times with ether to remove any unreacted
starting material. The result was 7 mg of product (37% yield)
as a beige powder. '"H NMR (400 MHz, CDCl,) d=4.03 (s,
9H),7.32 (t,J=7.4 Hz, 1H), 7.40-7.46 (m, 3H), 7.52 (t, J=6.52
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Hz, 3H), 7.55-7.59 (m, 2H), 7.63 (d, I=7.36 Hz, 2H), 7.68 (d,
J=8.08 Hz, 2H), 7.89-7.87 (m, 3H), 8.01 (s, 1H), 8.03-8.05
(m, 2H)

Example 96

Preparation of Compound

CF;

PN

5-(4-(Trifluoromethyl)phenyl)naphthalen-2-yl trifluo-
romethanesulfonate (98 mg, 0.233 mM) was combined with
(3-(dimethylamino)phenyl)boronic acid (77 mg, 0.466 mM),
K,CO; (81 mg, 0.583 mM), and XPhos (11 mg, 0.0233 mM).
All this was dissolved in a solution consisting of 5 mL of
acetonitrile and 3 m[. H,O. The mixture was then brought to
100° C. Pd(OAc), (5 mg, 0.222 mM) was then added and
mixture was allowed to stir for 24 hours. After cooling to
room temperature, crude reaction mixture was diluted with 50
ml of EtOAc and then filtered through a plug containing
Celite and silica gel. Contents were then dried using Na,SO,,
followed by vacuum concentration. Final product (74 mg,
81% yield) was afforded as a white solid using flash chroma-
tography (10% EtOAc/hexanes). '"H NMR (400 MHz,
CDCl;) d=2.92 (s, 6H), 6.70 (dd, J=2.32 Hz, J=8.28 Hz, 1H),
6.95 (m, 2H), 7.27 (m, 2H), 7.44 (t, J=7.28 Hz, 1H), 7.54 (d,
J=8.06 Hz, 2H), 7.63 (dd, J=1.9 Hz, ]=8.84 Hz, 1H), 7.67 (d,
J=8.16 Hz, 2H), 7.77 (d, J=8.8 Hz, 1H), 7.85 (d, J=8.2 Hz,
1H), 8.01 (s, 1H)

The requisite intermediate for the preparation of this com-
pound was prepared as follows.
a. Preparation of Compound

CF;

TfO I I

5-(4-(trifluoromethyl)phenyl)naphthalen-2-ol (115 mg,
0.398 mM) was dissolved with triethylamine (0.11 mL, 0.80
mM) in 8 mL of anhydrous dichloromethane. Mixture was
then cooled to —78° C. Triflic anhydride (0.11 mL, 0.63 mM)
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was then added drop wise to the mixture. After stirring for one
hour, mixture was then diluted with 50 mL of dichlo-
romethane and first washed with NaHCO; then organic layer
was washed brine. The organic layer was dried using Na,SO,,
and then was concentrated in vacuo. Flash chromatography
(5% EtOAc/hexanes) was used to afford pure 5-(4-(trifluo-
romethyl)phenyl)naphthalen-2-yl trifftuoromethanesulfonate
(98 mg, 59% yield) as a white solid. "H NMR (400 MHz,
CDCl,) d=7.24 (dd, J=2.56 Hz, J=9.28 Hz, 1H), 7.40 (d, J=7
Hz, 1H),7.49(d, J=8.32,2H),7.54 (t,J=7.36 Hz, 1H), 7.68 (d,
J=8.24 Hz, 2H), 7.74 (d, J=2.56 Hz, 1H), 7.81 (m, 2H)

b. Preparation of Compound

CF;

HO

5-Bromo-2-naphthol (125 mg, 0.56 mM) was combined
with (4-(trifluoromethyl)phenyl)boronic acid (213 mg, 1.12
mM) and K,CO; (194 mg, 1.4 mM). All this was dissolved in
a solution consisting of 6 mL of dioxane and 2 mLL. H,O. This
mixture was degassed and then Pd(PPh,),, (42 mg, 0.036 mM)
was then added to the mixture. Mixture was allowed to reflux
at 100° C. for 24 hours. Crude mixture was then diluted with
50 mL of EtOAc and filtered through a plug containing Celite
and silica gel. Filtrate was then dried using Na,SO,, followed
by in vacuo concentration. Flash chromatography was used to
isolate product (115 mg, 70% yield) which eluded from the
column with 10% EtOAc/hexanes as a white solid. '"H NMR
(400 MHz, CDCl,) d=5.34 (s, 1H), 6.96 (dd, J=2.5Hz, J=9.12
Hz, 1H), 7.11 (d, J=2.68 Hz, 1H), 7.13 (d, J=7.08, 1H), 7.36
(t,J=7.32Hz, 1H), 7.46 (d, J=8.0 Hz, 2H), 7.61 (t, ]=8.88 Hz,
4H)

Example 97

Preparation of Compound

CF;
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N,N-dimethyl-3-(5-(4-(trifluoromethyl)phenyl )naphtha-
len-2-yl)aniline was dissolved in 5 mL of iodomethane and
heated in a sealed tube at 100° C. for 3.5 hours. Unreacted
iodomethane was evaporated and the crude reaction mixture
was washed three times with ether to remove any unreacted
starting material. The result was 69.5 mg of product (80%
yield) as a white powder. "H NMR (400 MHz, CDCl,)d=4.17
(s, 9H), 7.49 (d, J=7.04 Hz, 1H), 7.62 (m, 3H), 7.77 (m, 4H),
7.90-7.97 (m, 3H), 8.18 (d, J=8.24 Hz, 1H), 8.27 (s, 1H), 8.45

(s, 1H).
Example 98
Preparation of Compound
HN l
1-(4-(t-Butyl)phenyl)-6-(4-nitrophenyl)naphthalene (75

mg, 0.197 mM) was dissolved with 1 mL of hydrazine in 20
mL of ethanol. 15 mg Pd/C was added and mixture was
allowed to stir at 85° C. overnight. The reaction mixture was
then diluted with 50 mL of EtOAc and filtered through a plug
of Celite and silica gel. Filtrate was then subjected to drying
with Na,SO, followed by in vacuo concentration. Crude was
subjected to flash chromatography in which 20% EtOAc/
hexanes eluted product as a white solid (quantitative yield).
'"H NMR (400 MHz, CDCl,) d=1.34 (s, 9H), 3.69 (s, 2H),
6.74 (d, 1=8.16 Hz, 2H), 7.32 (d, I=7.04 Hz, 1H), 7.37-749
(m, 7H), 7.58 (d, J=8.84 Hz, 1H), 7.79 (d, J=8.16 Hz, 1H),
7.92 (d, J=8.84 Hz, 1H), 7.94 (s, 1H)

The requisite intermediate for the preparation of this com-
pound was prepared as follows.
a. Preparation of Compound

0:N
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5-(4-(t-Butyl)phenyl)naphthalen-2-yl
sulfonate (105 mg, 0.26 mM) was combined with (4-nitro-
phenyl)boronic acid (52 mg, 0.308 mM), K,CO; (88 mg,
0.643 mM), and XPhos (12 mg, 0.0257 mM). All this was
dissolved in a solution consisting of 9 m[. of acetonitrile and
3 mL H,O. The mixture was then brought to 100° C.
Pd(OAc), (8 mg, 0.0356 mM) was then added and mixture
was allowed to stir overnight. After cooling to room tempera-
ture, crude reaction mixture was diluted with 50 mL of EtOAc

and then filtered through a plug containing Celite and silica

trifluoromethane-

gel. Contents were then dried using Na,SO, followed by
vacuum concentration. Final product (76 mg, 89% yield) was
afforded as a yellow solid using flash chromatography (15%
EtOAc/hexanes). 'H NMR (400 MHz, CDCl,) d=1.45 (s,
9H), 7.47-7.64 (m, 6H), 7.71 (dd, J=1.96 Hz, J=8.88 Hz 1H),
7.90 (d, J=8.88 Hz, 2H), 7.96 (d, J=8.12, 1H), 8.12 (d, J=8.96
Hz, 1H), 8.18 (s, 1H), 8.38 (d, J=8.84 Hz, 2H)

b. Preparation of Compound

TfO

5-(4-(t-butyl)phenyl)naphthalen-2-yl  trifluoromethane-
sulfonate was prepared as described for Intermediate b of
Example 59.
Example 99

Preparation of Compound
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NaBH;CN (30 mg, 0.482 mM) and 1.5 mL of formalde-

hyde were dissolved in 10 mL of CH;CN. Several drops of
acetic acid was used to lower the pH to 6. After desired pH
achieved, 4-(5-(4-(t-butyl)phenyl)naphthalen-2-y1)
aniline (56 mg, 0.150 mM) was added to the solution and the

mixture was allowed to stir overnight at room temperature.

was

Product was then extracted by diluting reaction mixture with
dichloromethane (50 ml) and washing with NaHCO; and
brine. The organic layer was then dried with Na,SO,, followed
by in vacuo concentration. Crude product was subjected to
flash chromatography in which 10% EtOAc/hexanes eluted
56 mg of product (98% yield) as a white solid. 'H NMR (400
MHz, CDCl;)d=1.34 (s, 9H), 2.93 (s, 6H), 6.76-6.80 (m, 2H),
7.29-7.32 (m, 1H), 7.37-7.45 (m, 5H), 7.55-7.61 (m, 3H),
7.77-7.80 (m, 1H), 7.89-7.97 (m, 2H)

Example 100

Preparation of Compound

4-(5-(4-(t-Butyl)phenyl)naphthalen-2-y1)-N,N-dimethy-

laniline (26.2 mg, 0.069 mM) was dissolved in 4 mL of
iodomethane and heated in a sealed tube at 100° C. overnight.
The next day, very little product had precipitated. The
iodomethane was then evaporated and crude product was
dissolved in 2 mL of iodomethane and heated in a sealed tube
for 8 hours. After a reasonable amount of product had pre-
cipitated out, the cap of the sealed tube was removed and the
iodomethane was allowed to evaporate. The crude reaction
mixture was washed three times with ether to remove any
unreacted starting material. The result was 12 mg of product
(33% yield) as a beige powder. 'H NMR (400 MHz, CDCl,)
d=1.32(s,9H), 3.64 (s, 9H), 7.31-7.36 (m, 3H), 7.42-7.53 (m,
5H), 7.68 (dd, J=8.8 Hz, J=1.92 Hz 1H), 7.79 (d, J=9.2 Hz,
1H), 7.86-7.92 (m, 3H), 8.17 (s, 1H)
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Example 101

Preparation of Compound

O, O

(6] HN

- NH

NH,

A 50-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with methyl 3-(bromomethyl)-4-(5-(4-(tert-butyl)
phenyl)naphthalen-2-yl)benzoate (30 mg, 0.06 mmol), DMF
(1mL), K,CO; (16 mg, 0.12 mmol), and 1,3-bis(t-butoxycar-
bonyl)guanidine (20 mg, 0.07 mmol) The reaction mixture
was stirred at room temperature for 12 h. The reaction mixture
was diluted with EtOAc (60 mL.), washed with water (20 mL),
10% LiCl (20 mL), brine (20 mL), dried over Na,SO,, con-
centrated, and purified on silica gel. Elution with 5% EtOAc/
hexanes afforded the desired compound (35 mg, 85%) as a
white solid. 'H NMR (CDCl,, 400 MHz) 8 9.44 (broad s, 1H),
9.26 (broad s, 1H), 8.00-8.05 (m, 2H), 7.90-7.91 (m, 2H),
7.85 (s, 1H), 7.49-7.61 (m, 6H), 7.43 (d, 1H, J=7.92 Hz), 5.28
(s, 2H), 3.97 (s, 3H), 1.50 (s, 9H), 1.45 (s, 9H), 1.26 (s, 9H).

The requisite intermediate for the preparation of this com-
pound was prepared as follows.

a. Preparation of Compound
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A 10-mlL vial was added methyl 4-(5-(4-(t-butyl)phenyl)

naphthalen-2-y1)-3-(((2,2,10,10-tetramethyl-4,8-dioxo-3,9-
dioxa-5,7-diazaundecan-6-yl)amino)methyl)benzoate (35
mg, 0.05 mmol), CH,Cl, (1 mL), and TFA (1 mL). The sealed
vial was stirred at 50° C. for 1 h. The solvent was removed and
the residue was purified on silica gel. Elution with CH,Cl, to
(10/89/1: MeOH/CHC, /ammonium hydroxide) afforded the
desired compound (16 mg, 67%) as a white solid. 'H NMR
(CDCl;, 400 MHz) 8 8.38 (broad s, 1H), 7.92-7.98 (m, 3H),
7.77 (d, 1H, J=8.08 Hz), 7.71 (s, 1H), 7.41-7.52 (m, 4H),
7.34-7.37 (m, 3H), 7.23 (dd, 1H, J=1.68, 8.80 Hz), 4.29 (d,
2H, J=5.40 Hz), 3.76 (s, 3H), 1.34 (s, 9H).

Example 102

Preparation of Compound

A 10-mL vial was added di-t-butyl(((2-(5-(4-(t-butyl)phe-
nyl)naphthalen-2-yl)-3,4-dimethoxybenzyl )amino )methyl-
ene)dicarbamate (35 mg, 0.05 mmol), CH,Cl, (1 mL), and
TFA (1 mL). The sealed vial was stirred at 50° C. for 1 h. The
solvent was removed and the residue was purified on silica
gel. Elution with CH,Cl, to (10/89/1: MeOH/CHCIl,/ammo-
nium hydroxide) afforded the desired compound (20 mg,
80%) as a white solid. 'H NMR (CDCl,, 400 MHz) & 8.34 (t,
1H, J=5.24 Hz), 7.90-7.92 (m, 2H), 7.77 (d, 1H, J=8.12 Hz),
7.75 (dd, 1H, J=1.52, 8.88 Hz), 7.41-7.45 (m, 3H), 7.33-7.37
(m, 3H), 6.83 (d, 1H, J=1.68 Hz), 6.74 (d, 1H, J=1.76 Hz),
4.16 (d, 2H, J=5.32 Hz), 3.79 (s, 3H), 3.48 (s, 3H), 1.33 (s,
9H).

5

10

15

20

25

30

35

40

45

50

55

60

65

294

The requisite intermediate for the preparation of this com-
pound was prepared as follows.
a. Preparation of Compound

\B

/
)

A 100-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with 5-(4-(t-butyl)phenyl)naphthalen-2-yl trifluo-
romethanesulfonate (1.0 g, 2.45 mmol), 4,4,4',4',5,5,5',5'-oc-
tamethyl-2,2'-bi(1,3,2-dioxaborolane) (746 mg, 2.94 mmol),
dioxane (20 ml), KOAc (720 mg, 2.94 mmol). The resulting
solution was degassed for 5 min, then Pd(dppf)Cl, (70 mg,
0.09 mmol) was added and the solution was carefully
degassed. The reaction mixture was warmed to 80° C. and
stirred for 1.5 h. After cooling to room temperature, the reac-
tion mixture was diluted with EtOAc (100 mL) and washed
with saturated NaHCO; (30 mL), brine (30 mL), dried over
Na,SO,. The organic layer was concentrated and purified on
silica gel. Elution with 5% EtOAc/hexanes afforded the
desired compound (836 mg, 88%) as a white solid. "H NMR
(CDCl,, 400 MHz) d 8.35 (s, 1H), 7.87 (d, 1H, J=8.48 Hz),
7.81 (d, 1H, J=8.00 Hz), 7.70 (dd, 1H, J=1.20, 8.48 Hyz),
7.41-7.45 (m, 3H), 7.34-7.39 (m, 3H), 1.34 (s, 9H), 1.32 (s,
12H).

b. Preparation of Compound

OH

A 25-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with 2-(5-(4-(t-butyl)phenyl)naphthalen-2-y1)-4.4.5,
S-tetramethyl-1,3,2-dioxaborolane (70 mg, 0.18 mmol),
(2-bromo-3,4-dimethoxyphenyl)methanol (35 mg, 0.16
mmol), water/dioxane (1 mL/4 ml), K,CO; (50 mg, 0.36
mmol). The resulting solution was degassed for 5 min, then
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Pd(PPh,), (5 mg, 0.004 mmol) was added. The reaction mix-
ture was warmed to 100° C. and stirred for 2 h. After cooling
to room temperature, the reaction mixture was diluted with
EtOAc (50 mL) and washed with saturated NaHCO; (20mL),
brine (20 mL), dried over NaSO,. The organic layer was
concentrated and purified on silica gel. Elution with 30%
EtOAc/hexanes afforded the desired compound (74 mg, 96%)
as a white solid. "H NMR (CDCl,, 400 MHz) & 7.98 (d, 1H,
=1.64 Hz), 7.92 (d, 1H, J=8.81 Hz), 7.81 (d, 1H, =8.20 Hz),
7.60 (dd, 1H, J=1.80, 8.80 Hz), 7.36-7.49 (m, 6H), 6.99 (d,
1H, J=1.92 Hz), 6.94 (d, 1H, J=1.92 Hz), 4.65 (d, 2H, J=5.8
Hz), 3.88 (s, 3H), 3.51 (s, 3H), 1.35 (s, 9H).

c. Preparation of Compound

A 25-mL round bottom flask equipped with a magnetic
stirrer under nitrogen was charged with (2-(5-(4-(t-butyl)phe-
nyl)naphthalen-2-yl)-3,4-dimethoxyphenyl)methanol (74
mg, 0.18 mmol), CH,Cl, (5 mL), and triethylamine (50 pl,
0.36 mmol). Methanesulfonyl chloride (20 pL, 0.27 mmol)
was added via a syringe. The resulting reaction mixture was
stirred at room temperature overnight. The reaction mixture
was diluted with CH,Cl, (30 mL) and washed with saturated
NaHCO; (10 ml), brine (10 mL), dried over Na,SO,, and
concentrated to afford the desired compound (80 mg, 90%) as
an off white solid. The crude product was used in next step
without further identification and purification.

d. Preparation of Compound

N A NHBoc

NHBoc
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A 25-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with 2-(5-(4-(t-butyl)phenyl)naphthalen-2-y1)-3,4-
dimethoxybenzyl methanesulfonate (40 mg, 0.08 mmol),
DMF (1 mL), K,CO; (22 mg, 0.16 mmol), and 1,3-bis(t-
butoxycarbonyl)guanidine (31 mg, 0.12 mmol) The reaction
mixture was stirred at 50° C. for 12 h. The reaction mixture
was diluted with EtOAc (40 mL), washed with water (10 mL),
10% LiCl (10 mL), brine (10 mL), dried over Na,SO,, con-
centrated, and purified on silica gel. Elution with 10% EtOAc/
hexanes afforded the desired compound (35 mg, 66%) as a
white solid, which was used in next step without further

identification.

e. Preparation of Compound

A 25-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with 2-(5-(4-(tert-butyl)phenyl)naphthalen-2-y1)-4,
4,5,5-tetramethyl-1,3,2-dioxaborolane (75 mg, 0.19 mmol),
methyl 2-(2-bromo-4,5-dimethoxyphenyl)acetate (36 mg,
0.13 mmol), water/dioxane (1 mL./4 ml), K,CO; (36 mg, 0.26
mmol). The resulting solution was degassed for 5 min, then
Pd(PPh,), (7 mg, 0.006 mmol) was added. The reaction mix-
ture was warmed to 100° C. and stirred for 1 h. After cooling
to room temperature, the reaction mixture was diluted with
EtOAc (50 mL) and washed with saturated NaHCO; (20 mL.),
brine (20 mL), dried over NaSO,. The organic layer was
concentrated and purified on silica gel. Elution with 10%
EtOAc/hexanes afforded the desired compound (48 mg, 89%)
as a white solid. "H NMR (CDCl,, 400 MHz) & 7.92 (d, 1H,
J=8.72 Hz), 7.76-7.78 (m, 2H), 7.45-7.50 (m, 3H), 7.37-7.41
(m, 3H), 7.33 (dd, 1H, J=1.76, 8.68 Hz), 6.83 (s, 1H), 6.80 (s,
1H), 3.87 (s, 3H), 3.81 (s, 3H), 3.57 (s, 3H), 3.51 (s, 2H), 1.35
(s, 9H).
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Example 103

Preparation of Compound

NH,

A 50-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with NH,CI (22 mg, 0.41 mmol), toluene (2 mL.), and
cooled to 0° C. To this suspension, AlMe; (2 M in hexanes,
0.20 mL, 0.41 mmol) was added drop wise over min then
warmed to room temperature and stirred for 30 min. Methyl
2-(2-(5-(4-(t-butyl)phenyl)naphthalen-2-yl)-4,5-dimethox-
yphenyl)acetate (40 mg, 0.08 mmol) was added as one por-
tion and the resulting mixture was heated to 80° C. and stirred
for 12 h. After cooling to 0° C., MeOH (3 mL.) was added over
5 min, then the reaction mixture was stirred at room tempera-
ture for 1 h. The solid was removed by filtration and the filtrate
was concentrated and purified with silica gel. Elution with
EtOAc afforded the desired compound (25 mg, 66%) as a
white solid. 'H NMR (CDCl,, 400 MHz) & 7.93 (d, 1H,
J=8.68 Hz), 7.77 (d, 1H, J=8.20 Hz), 7.74 (d, 1H, J=1.76 Hz,
7.44-7.51 (m, 3H), 7.38-7.40 (m, 3H), 7.31 (dd, 1H, J=1.88,
8.68 Hz), 6.85 (s, 1H), 6.83 (s, 1H), 5.21 (broad s, 2H), 3.88
(s, 3H), 3.82 (s, 3H), 3.47 (s, 2H), 1.35 (s, 9H).

Example 104

Preparation of Compound

HN

NH

NH,
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A 20-mL vial was charged with di-t-butyl(((2-(5-(4-(t-bu-

tyl)phenyl)naphthalen-2-yl)benzyl )amino)methylene)dicar-
bamate (330 mg, 0.54 mmol), CH,Cl, (2 mL), and TFA (2
mL). The sealed vial was stirred at 50° C. for 1 h. The solvent
was removed and the residue was purified on silica gel. Elu-
tion with CH,Cl, to (10/89/1: MeOH/CHCl,/ammonium
hydroxide) afforded the desired compound (200 mg, 91%) as
a white solid. 'H NMR (CDCl,, 400 MHz) & 8.29 (t, 1H,
J=5.12Hz), 8.05 (d, 1H, J=8.64 Hz), 7.86 (d, 1H, J=8.12 Hz),
7.79 (d, 1H, J=1.56 Hz), 7.36-7.61 (m, 12H), 7.32 (dd, 1H,
J=1.76, 8.80 Hz), 4.32 (d, 2H, J=5.64 Hz), 1.44 (s, 9H). The
requisite intermediate for the preparation of this compound

was prepared as follows.

a. Preparation of Compound

A 100-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with 5-(4-(t-butyl)phenyl)naphthalen-2-yl trifluo-
romethanesulfonate, prepared as described for Intermediate b
of Example 59, (300 mg, 0.73 mmol), o-tolylboronic acid
(150 mg, 1.10 mmol), water/acetonitrile (4 mL/16 ml),
K,CO; (202 mg, 1.47 mmol), 2-dicyclohexylphosphino-2'.4",
6'-triisopropylbiphenyl (35 mg, 0.073 mmol). The resulting
solution was degassed for 5 min, then Pd(OAc), (8.2 mg, 0.04
mmol) was added and the solution was carefully degassed.
The reaction mixture was heated to 100° C. for 1 h. After
cooling to room temperature, the reaction mixture was diluted
with EtOAc (60 mL) and washed with saturated NaHCO, (20
mL), brine (20 mL), dried over Na,SO,. The organic layer
was concentrated and purified on silica gel. Elution with
hexanes afforded the desired compound (240 mg, 93%) as a
white solid. ‘H NMR (CDCl;, 400 MHz) 8 7.92 (d, 1H,
J=8.72Hz),7.79 (d, 1H,J=8.24 Hz), 7.76 (d, 1H, J=1.72 Hz),
7.34-7.48 (m, 7H), 7.18-7.27 (m, 4H), 2.25 (s, 3H), 1.35 (s,
9H).
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b. Preparation of Compound

Br

A 50-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with 1-(4-(t-butyl)phenyl)-6-(o-tolyl)naphthalene
(240 mg, 0.68 mmol), CCl, (3 mL), AIBN (11 mg, 0.068
mmol), and NBS (134 mg, 0.75 mmol). The reaction mixture
was degassed for 5 min then heated to 85° C. for 1 h. After
cooling to room temperature, the reaction mixture was added
hexanes (20 mL). The solid was removed by filtration and the
filtrate was concentrated and purified with silica gel. Elution
with hexanes afforded the desired compound (241 mg, 82%)
as yellow oil. 'H NMR (CDCl,, 400 MHz) § 7.97 (d, 1H,
J=8.68 Hz),7.91 (d, 1H, J=1.68 Hz), 7.81 (d, 1H, ]=8.16 Hz),
7.39-7.51 (m, 8H), 7.27-7.34 (m, 3H), 4.44 (s, 2H), 1.35 (s,
9H).

c. Preparation of Compound

N A NHBoc
NHBoc

A 25-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with 6-(2-(bromomethyl)phenyl)-1-(4-(t-butyl)phe-
nyl)naphthalene (240 mg, 0.56 mmol), DMF (3 mL), K,COj,
(154 mg, 1.12 mmol), and 1,3-bis(t-butoxycarbonyl)guani-
dine (290 mg, 1.12 mmol) The reaction mixture was stirred at
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50° C. for 12 h. The reaction mixture was diluted with EtOAc
(60 mL), washed with water (20 mL), 10% LiCl (20 mL),
brine (20 mL), dried over Na,SO,, concentrated, and purified
on silica gel. Elution with 5% EtOAc/hexanes afforded the
desired compound (330 mg, 97%) as a white solid. "H NMR
(CDCl;, 400 MHz) 8 9.37 (broad s, 1H), 9.23 (broad s, 1H),
7.92 (d, 1H, J=8.72 Hz), 7.78-7.81 (m, 2H), 7.37-7.50 (m,
7H), 7.24-7.29 (m, 3H), 7.07 (d, 1H, J=7.84 Hz), 5.19 (broad
s, 2H), 1.41 (s, 9H), 1.35 (s, 9H), 1.12 (s, 9H).

Example 105

Preparation of Compound

NH
NH,

A 10-mL vial was charged with di-t-butyl(((2-(5-([1,1'-
biphenyl]-3-yl)naphthalen-2-yl)benzyl)amino)methylene)
dicarbamate (40 mg, 0.06 mmol), CH,Cl, (1 mL), and TFA (1
mL). The sealed vial was stirred at 50° C. for 1 h. The solvent
was removed and the residue was purified on silica gel. Elu-
tion with CH,Cl, to (10/89/1: MeOH/CHCl;/ammonium
hydroxide) afforded the desired compound (25 mg, 92% in
yield) as a white solid. '"H NMR (CDCl,, 400 MHz) § 8.33
(broad s, 1H), 8.00-8.06 (m, 2H), 7.90 (d, 1H, J=6.88 Hz),
7.34-7.74 (m, 16H), 7.21 (broad s, 1H), 4.32 (broad s, 2H).

The requisite intermediate for the preparation of this com-

pound was prepared as follows.

a. Preparation of Compound
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A 100-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with 5-([1,1'-biphenyl]-3-yl)naphthalen-2-yl trifluo-
romethanesulfonate (389 mg, 0.91 mmol), o-tolylboronic
acid (185 mg, 1.36 mmol), water/acetonitrile (4 mL/16 ml),
K,CO, (251 mg, 1.82 mmol), 2-dicyclohexylphosphino-2',4',
6'-triisopropylbiphenyl (43 mg, 0.09 mmol). The resulting
solution was degassed for 5 min, then Pd(OAc), (10 mg, 0.05
mmol) was added and the solution was carefully degassed.
The reaction mixture was heated to 100° C. for 1 h. After
cooling to room temperature, the reaction mixture was diluted
with EtOAc (60 mL) and washed with saturated NaHCO; (20
mL), brine (20 mL), dried over Na,SO,. The organic layer
was concentrated and purified on silica gel. Elution with
hexanes afforded the desired compound (220 mg, 65% in
yield) as a white solid. "H NMR (CDCl,, 400 MHz)  8.14 (d,
1H, J=1.72 Hz), 8.06 (d, 1H, J=8.80 Hz), 7.96 (d, 1H, J=8.20
Hz),7.80(t, 1H, J=1.64 Hz), 7.69-7.80 (m, 4H), 7.46-7.64 (m,
8H),7.37-7.43 (m, 2H), 7.23 (d, 1H, J=7.52 Hz), 2.49 (s, 3H).

b. Preparation of Compound

A 50-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with 1-([1,1'-biphenyl]-3-yl)-6-(o-tolyl)naphthalene
(220 mg, 0.59 mmol), CCl, (4 mL), AIBN (10 mg, 0.06
mmol), and NBS (116 mg, 0.65 mmol). The reaction mixture
was degassed for 5 min then heated to 80° C. for 2 h. After
cooling to room temperature, the reaction mixture was added
hexanes (20 mL). The solid was removed by filtration and the
filtrate was concentrated and purified with silica gel. Elution
with hexanes afforded the desired compound (240 mg, 90% in
yield) as a solid. 'H NMR (CDCl,, 400 MHz) & 8.00 (d, 1H,
J=1.80Hz),7.93 (d, 1H,J=8.72 Hz), 7.82 (d, 1H, I=7.80 Hz),
7.23-7.65 (m, 16H), 4.48 (s, 2H).
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c. Preparation of Compound

N A NHBoc
NHBoc

A 25-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with 1-([1,1'-biphenyl]-3-y1)-6-(2-(bromomethyl)
phenyl)naphthalene (30 mg, 0.07 mmol), DMF (1 mL),
K,CO; (17 mg, 0.13 mmol), and 1,3-bis(tert-butoxycarbo-
nyl)guanidine (26 mg, 0.1 mmol) The reaction mixture was
stirred at 50° C. for 12 h. The reaction mixture was diluted
with EtOAc (60 mL), washed with water (20 mL), 10% LiCl
(20 mL), brine (20 mL), dried over Na,SO,, concentrated,
and purified on silica gel. Elution with 5% EtOAc/hexanes
afforded the desired compound (40 mg, 95%) as a white solid.
'HNMR (CDCl,, 400 MHz) § 9.51 (broad s, 1H), 9.36 (broad
s, 1H), 8.12 (d, 1H, J=1.48 Hz), 8.05 (d, 1H, J=8.80 Hz), 7.95
(d, 1H, J=8.12 Hz), 7.80 (t, 1H, J=1.64 Hz), 7.69-7.80 (m,
5H), 7.37-7.65 (m, 9H), 7.29 (d, 1H, J=7.32 Hz), 5.30 (broad
s, 2H), 1.50 (s, 9H), 1.38 (s, 9H).

Example 106

Preparation of Compound
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A 50-mL round bottom flask equipped with a magnetic
stirrer, a condenser was charged with N-(4-(5-(4-(t-butyl)
phenyl)naphthalen-2-y1)-2,3-dimethoxyphenethyl)aceta-
mide (30 mg, 0.06 mmol) and 50% HC/MeOH (6 mL/6 mL).
The reaction mixture was warmed to 100° C. and stirred for
12 h. After cooling to room temperature, the solid was col-
lected by filtration and washed with Et,O. After drying, there
was obtained the desired compound (20 mg, 67% in yield) as

a white solid.

a.—Preparation of Compound

A 25-mL round bottom flask equipped with a magnetic
stirrer, a condenser and a nitrogen in/outlet adapter was
charged with 2-(5-(4-(t-butyl)phenyl )naphthalen-2-y1)-4,4.5,
S-tetramethyl-1,3,2-dioxaborolane (50 mg, 0.13 mmol),
N-(4-bromo-2,3-dimethoxyphenethyl)acetamide (39 mg,
0.13 mmol), water/dioxane (1 mL/4 ml), K,CO, (36 mg, 0.26
mmol). The resulting solution was degassed for 5 min, then
Pd(PPh,), (7 mg, 0.006 mmol) was added. The reaction mix-
ture was warmed to 100° C. and stirred for 2 h. After cooling
to room temperature, the reaction mixture was diluted with
EtOAc (50 mL) and washed with saturated NaHCO; (20 mL),
brine (20 mL), dried over NaSO,. The organic layer was
concentrated and purified on silica gel. Elution with 90%
EtOAc/hexanes afforded the desired compound (47 mg, 76%
in yield) as a white solid. 'H NMR (CDCl,, 400 MHz) 8 8.06
(d, 1H, J=1.60 Hz), 8.03 (d, 1H, J=8.88 Hz), 7.91 (d, 1H,
J=8.16 Hz), 7.64-7.72 (m, 2H), 7.46-7.58 (m, 5H), 7.18 (d,
1H, J=7.88 Hz), 7.03 (d, 1H, J=8.04 Hz), 3.99 (s, 3H), 3.64 (s,
3H), 3.37 (m, 2H), 2.91 (t, 2H, J=6.56 Hz), 1.99 (s, 3H), 1.45
(s, 9H).
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Example 107

Preparation of Compound

Prepared by General Method B (87% Yield); ‘H NMR
(DMSO-d6, 400 MHz) d: 4.52 (s, 3H), 7.45-7.47 (m, 1H),
7.55 (t,J=8.0 Hz, 2H), 7.75 (d, J=8.0 Hz, 2H), 7.81 (d, J=8.0
Hz, 2H), 7.99 (d, J=8.0 Hz, 2H), 8.20 (d, J=8.0 Hz, 1H), 8.26
(d, I=8.0 Hz, 1H), 8.29 (m, 1H), 8.59 9d, J=8.0 Hz, 1H), 8.85
(s, 1H), 10.04 (s, 1H).

Example 108

Preparation of Compound

Prepared by General Method A (85% Yield); "H NMR
(CDCl,, 400 MHz) &: 7.40 (m, 2H), 7.52 (m, 3H), 7.60 (d,
J=8.0 Hz, 2H), 7.69 (d, J=8.0 Hz, 2H), 7.76 (m, 3H), 8.00 (d,
J=8.0Hz, 1H), 8.19 (d, J=8.0 Hz, 1H), 8.97 (d, J=4.0 Hz, 1H).
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Example 109

Preparation of Compound

F

A
/Ne\le

Prepared by General Method B (91% vyield); ‘H NMR
(CDCl;, 400 MHz) &: 4.85 (s, 3H), 7.26-7.32 (m, 2H), 7.63-
7.66 (m, 2H), 7.97-8.11 (m, 3H), 8.37 (s, 1H), 8.75 (d, I=8.0
Hz, 1H), 10.88 (s, 1H).

Example 110

Preparation of Compound

F

A
N

Prepared by General Method A (88% yield); 'H NMR
(CDCl;, 400 MHz) &: 7.22 (m, 2H), 7.47 (m. 2H), 7.66 (2H),

7.86 (d J=8.0 Hz, 1H), 8.05 (d, J=8.0 Hz, 1H), 8.46 (s, 1H),
9.26 (s, 1H).

Example 111

Preparation of Compound

x
N

Prepared by General Method A (88% vyield); ‘H NMR
(CDCl;, 400 MHz) §: 7.39 (t, J=8.0 Hz, 1H), 7.49 (t, J=8.0
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Hz, 2H), 7.56 (d, 1=8.0 Hz, 2H), 7.70 (m, 4H), 7.75 (d, I=8.0
Hz, 2H), 8.0(d, J=8.0Hz, 1H), 8.51 (d, J=4.0Hz, 1H), 9.32 (s,
1H).
The requisite intermediate for the preparation of this com-
pound was prepared as follows.
a. Preparation of Compound

OTf

X
/ N
Prepared by General Method C (94% yield); 'H NMR
(CDCl,, 400 MHz) d: 7.55-7.60 (m, 2H), 7.76 (1, J=8.0 Hz,
1H), 8.18 (d, J=8.0 Hz, 1H), 8.42 (d, J=8.0 Hz, 1H), 9.03 (m,
1H).
Example 112

Preparation of Compound

A
/Ne\le

Prepared by General Method B (87% yield); ‘H NMR
(CDCl;, 400 MHz) d: 4.84 (s, 3H), 7.43 (m, 1H), 7.49-7.52
(m, 4H), 7.68 (d, J=4.0 Hz, 2H), 7.78 (d, J=8.0 Hz, 2H),
8.04-8.12 (m, 2H), 8.34 (d, J=4.0 Hz, 1H), 8.53 (bs, 1H), 8.72
(d, J=8.0 Hz, 1H), 10.9 (m, 1H).

Example 113

Preparation of Compound

/
N

Prepared by General Method A (84% yield); 'H NMR
(CDCl;, 400 MHz) &: 7.41 (m, 1H), 7.48 (m, 3H), 7.70 (d,
J=8.0Hz, 2H), 7.77 (d, J=8.0 Hz, 2H), 7.83 (d, J=8.0 Hz, 2H),
8.06 (m, 2H), 8.25 (t, 8.0 Hz, 2H), 8.97 (m, 1H).
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The requisite intermediate for the preparation of this com-
pound was prepared as follows.

a. Preparation of Compound

TfO

\

Prepared by General Method C (94% yield) was used as
isolated without further purification.

Example 114

Preparation of Compound

Prepared by General Method B (78% vyield); ‘H NMR
(DMSO-d6, 400 MHz) 8: 4.68 (s, 3H), 7.45 (m, 1H), 7.53 (m,
2H), 7.79 (d, J=8.0 Hz, 2H), 7.92 (d, J=8.0 Hz, 2H), 8.08 (d,
J=8.0Hz,2H), 8.20 (m, 1H), 8.60 (d, J=12.0 Hz, 1H), 8.72 (d,
J=8.0 Hz, 1H), 8.89 (s, 1H), 9.29 (d, J=8.0 Hz, 1H), 9.48 (d,
J=8.0 Hz, 1H).

Example 115

Preparation of Compound

Prepared by General Method A (77% yield); 'H NMR
(CDCl;, 400 MHz) §: 7.53-7.66 (m, 4H), 7.84 (d, J=8.0 Hz,
2H), 7.91 (d, J=8.0 Hz, 2H), 8.01 (d, J=8.0 Hz, 2H), 8.06 (d,
J=8.0 Hz, 2H), 8.36 (d, I=8.0 Hz, 1H), 8.57 (s, 1H), 9.13 (m,
1H).

308

The requisite intermediate for the preparation of this com-
pound was prepared as follows.

a. Preparation of Compound

\

TfO N
10

Prepared by General Method C (94% yield); 'H NMR
(CDCl;, 400 MHz) §: 6.16 (d, J=8.0 Hz, 1H), 6.34 (m, 1H),
6.82 (d, J=8.0 Hz, 1H), 7.25 (m, 1H), 7.39 (d, J=8.0 Hz, 1H),

15 7.76 (s, 1H).

Example 116

20

Preparation of Compound

Prepared by General Method B (83% yield); ‘H NMR
(DMSO-d6, 400 MHz) d: 4.75 (s, 3H), 7.45 (m, 1H), 7.54 (t,
J=8.0Hz, 2H), 7.81 (d, J=8.0 Hz, 2H), 7.95 (d, J=8.0 Hz, 2H),
8.17 (m, 3H), 8.5 (d, J=8.0 Hz, 1H), 8.58 (d, J=8.0 Hz, 1H),
8.71 (s, 1H), 9.28 (d, I=8.0 Hz, 1H), 9.49 (d, J=8.0 Hz, 1H).

35

40
Example 117

Preparation of Compound
45

AN
50 =
N
55 O
60 ‘

Prepared by General Method A (84% vyield); ‘H NMR

(CDCl;, 400 MHz) d: 7.30-7.41 (m, 4H), 7.52 (1, J=8.0 Hz,

65 1H),7.57(d,J=8.0Hz,2H),7.62 (d,J=8.0Hz, 2H), 7.63-7.74

(m, 3H), 8.11 (d, J=8.0 Hz, 1H), 8.23 (d, J=8.0 Hz, 1H), 8.88
(m, 1H)
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The requisite intermediate for the preparation of this com-
pound was prepared as follows.

a. Preparation of Compound

OTf

Prepared by General Method C (92% yield); 'H NMR
(CDCl,, 400 MHz) d: 7.52 (m, 1H), 7.57 (d, J=8.0 Hz, 1H),
7.61 (d, J=8.0Hz, 1H), 7.86 (d, J=8.0 Hz, 1H), 8.22 (d, J=8.0
Hz, 1H), 9.04 (m, 1H).

Example 118

Preparation of Compound

Prepared by General Method B (78% yield); 'H NMR
(DMSO-d6, 400 MHz) 8: 4.03 (s, 3H), 7.44 (t, I=8.0 Hz, 1H),
7.52 (t,J=8.0 Hz, 2H), 7.64 (d, J=8.0 Hz, 2H), 7.81 (d, I=8.0
Hz, 2H), 7.88 (d, J=8.0 Hz, 2H), 8.09 (m, 2H), 8.21-8.24 (m,
1H), 8.54 (d, J=8.0 Hz, 1H), 9.34 (m, 2H).

Example 119

Preparation of Compound

§ )
\_/

310
Prepared by General Method A (92% yield); 'H NMR
(CDCls;, 400 MHz) d 7.40 (m, 2H), 7.48-7.55 (m, 3H), 7.60
(d, J=8.0 Hz, 2H), 7.69 (d, J=8.0 Hz, 2H), 7.75 (m, 3H), 8.00
5 (d, J=8.0 Hz, 1H), 8.19 (d, J=8.0 Hz, 1H), 8.96 (d J=4.0 Hz,
1H).

Example 120
10

Preparation of Compound

20

25

30 |I

Prepared by General Method B (91% yield); 'H NMR

(CDCl;, 400 MHz) d: 4.99 (s, 3H), 7.37-7.44 (m, 1H), 7.46-

35 7.54 (m, 2H), 7.66-7.70 (m, 4H), 7.84-7.86 (m, 2H), 7.9 (t,

J=8.0 Hz, 1H), 8.05 (t, I=8.0 Hz, 1H), 8.25 (t, J=8.0 Hz, 1H),
8.36 (d, I=8.0 Hz, 1H), 8.51 (m, 1H), 10.31 (m, 1H).

40 Example 121

Preparation of Compound

45

55

60

Prepared by General Method A from 5-bromoquinoline

and 4-[1,1"biphenylboronic acid. '"H NMR (CDCl,, 400

6s MHz)d:7.37 (tJ=8.0 Hz, 1H), 7.49 (t, I=8.0 Hz, 2H), 7.56 (d,

J=8.0 Hz, 2H), 7.68-7.76 (m, 7H), 8.00 (d, J=8.0 Hz, 1H),
8.51 (d J=8.0 Hz, 1H, 9.32 (s, 1H).
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Example 122 pound X”) or a pharmaceutically acceptable salt thereof, for
therapeutic or prophylactic use in humans.

Preparation of Compound

5 (i) Tablet 1 mg/tablet
Compound X = 100.0
Lactose 71.5
Povidone 15.0
Croscarmellose sodium 12.0
10 Microcrystalline cellulose 92.5
Magnesium stearate 3.0
300.0
15
(ii) Tablet 2 mg/tablet
AN
Compound X = 20.0
@z Microcrystalline cellulose 410.0
N Starch 50.0
| 20 Sodium starch glycolate 15.0
Ie Magnesium stearate 5.0
500.0
Prepared by General Method B; 'H NMR (DMSO-dé6, 400
MHz) &: 4.76 (s, 3H), 7.52 (m, 1H), 7.61 (t, J=8.0 Hz, 2H), 25

7.73 (d, J=8.0 Hz, 2H), 7.86 (d, J=8.0 Hz, 21), 8.00 (d, I=8.0
Hz, 2), 8.13-8.20 (m, 2H), 8.43 (m, 1H), 8.64 (d, J=8.0 Hz, (i) Capsule mg/capsule
1H), 9.16 (d, J=8.0 Hz, 1H), 9.60 (d, J=8.0 Hz, 1H).

Compound X = 10.0
. Lloidal sili dioxid .
Comparative Example A 30 f;’ct‘g‘sj stieon diomice 46;_2
Pregelatinized starch 120.0
Magnesium stearate 3.0
600.0
AN
35
@7
N e
| I (iv) Injection 1 (1 mg/ml) mg/ml
Compound X = (free acid form) 1.0
. . 40 Dibasic sodium phosphate 12.0
Prepared by General Method B from quinoline (93% Monobasic sodium phosphate 0.7
yield); 'H NMR (DMSO-dé6, 400 MHz) §: 4.65 (s, 3H), 8.08 Sodium chloride . 45
(t, J=8.0 Hz, 1H), 8.19 (m, 1H), 8.31 (m, 1H), 8.50 (m, 2H), 1.0 N Sodium hydroxide solution a4
(pH adjustment to 7.0-7.5)
9.29 (d, J=8.0 Hz, 1H), 9.51 (d, J=8.0 Hz, 1H). Water for injection g.s. ad 1 mL
Comparative Example B *
(v) Injection 2 (10 mg/ml) mg/ml
Compound X = (free acid form) 10.0
N 30 Monobasic sodium phosphate 0.3
Dibasic sodium phosphate 1.1
%/ Polyethylene glycol 400 200.0
Ie 01N Sodium hydroxide solution q.s.
| (pH adjustment to 7.0-7.5)
s Water for injection q.s. ad 1 mL
Prepared by General Method B from commercially avail-
able 2-phenylisoquinoline (87% yield); 'H NMR (DMSO- -
d6, 400 MHz) 8: 4.40 (s, 3H), 7.75 (m, 3H), 7.83 (m, 2H), 8.01 (vi) Aerosol mg/can
(t, J=8.0 Hz, 1H), 8.18 (d, J=8.0 Hz, 1H), 8.35 (m, 1H), 8.54 60 Compound X = 20.0
(d, J=8.0 Hz, 1H), 8.64 (d, J=8.0 Hz, 1H), 9.30 (d, J=8.0 Hz, Oleic acid 10.0
1 H) Trichloromonofiuoromethane 5,000.0
: Dichlorodifluoromethane 10,000.0
Dichlorotetrafluoroethane 5,000.0
Example 123
65
The following can illustrate representative pharmaceutical The above formulations may be obtained by conventional

dosage forms, containing a compound of formula I (‘Com- procedures well known in the pharmaceutical art.
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All publications, patents, and patent documents are incor-

porated by reference herein, as though individually incorpo-
rated by reference. The invention has been described with
reference to various specific and preferred embodiments and
techniques. However, it should be understood that many
variations and modifications may be made while remaining
within the spirit and scope of the invention.

What is claimed is:
1. A compound of formula I:

@

wherein:
X is C—R>!;
Y is C(R>?);

R>! is hydrogen and R>? is a ring selected from phenyl,
pyridyl, and [D™N*(C,-Cy)alkylpyridyl]|, wherein the
phenyl is substituted with one or more groups selected
from methylenedioxy, R¥, R>#, and (C,-C,)alkyl thatis
substituted with one or more RY, and wherein the
pyridyl, and [D"N*—(C,-Cy)alkylpyridyl] is optionally
substituted with one or more groups selected from meth-
ylenedioxy, Z—R>*, RY, R**, and (C,-C,)alkyl that is
substituted with one or more R¥; or

R>! is —N*(R>*),D~, —NR>$R* or (C,-C,)alkyl that is
substituted with one or more R¥; and R is a ring
selected from phenyl, pyridyl, and [D"N*—(C,-Cy)
alkylpyridyl], which ring is optionally substituted with
one or more groups selected from methylenedioxy,
Z—R>* R¥, R°#*_ and (C,-C,)alkyl that is substituted
with one or more RY;

R%and R’ taken together can be methylenedioxy or each R°
and R” is independently selected from H and Z—R>;

R? is hydrogen;

each Z is —O—;

at least one of R* and R® is selected from (C;-Cg)cy-
cloalkyl, aryl, and heteroaryl; and the remainder of R?,
R*, and R® are H; wherein each aryl and heteroaryl of R*
and R? is optionally substituted with one or more groups
independently selected from (C,-Cyalkyl, halo, and
RSS;

each R“ is independently selected from H, (C,-Cg)alkyl,
(C5-Cy)cycloalkyl, (C5-Cy)eycloalkyl(C,-Cy)alkyl,
aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
Cyalkyl;

each R*? is independently selected from H, (C,-Cg)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)cycloalkyl(C, -Cy)alkyl,
aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
Coalkyl;

each R*¢ and R? is independently selected from H, (C,-
Cyalkyl, (C5-Cy)eycloalkyl, (C5-Cg)eycloalkyl(C,-Cy)
alkyl, aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl
(C,-Cy) alkyl; wherein any (C,-Cgalkyl, (C;-Cy)
cycloalkyl, (C;-Cy)cycloalkyl(C,-Cyalkyl,  aryl,
heteroaryl, aryl(C,-Cy) alkyl or heteroaryl(C,-Cy)alkyl
of R*“ and R>?is optionally substituted with one or more
groups independently selected from hydroxy, carboxy,
and NR*>"R>";
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each R*° is independently selected from H, (C,-Cy)alkyl,
(C5-Cy)eycloalkyl, (C5-Cy)eycloalkyl(C, -Cy)alkyl,
aryl, heteroaryl, aryl(C,-Cy) alkyl and heteroaryl(C, -
Coalkyl;

each R¥ is independently selected from —N*(R>%),D,
—C(=NR*’)NR>R*,  —NR**C(=NR**)—
NR>R>%, and —NR*R>*;

each R°% and R*” is independently selected from H, and
(C,-Cyalkyl; wherein any (C,-C,)alkyl of R and R>*
is optionally substituted with one or more groups inde-
pendently selected from hydroxy, carboxy, and
NR>"R*;

each R>” and R*” is independently selected from H, and
(C,-Cyalkyl;

each R> is independently trifluoromethyl, trifluo-
romethoxy, aryl, or heteroaryl, wherein each aryl and
heteroaryl is optionally substituted with one or more
(C,-Cyalkyl, halo, hydroxy, cyano, nitro, (C,-Cy)
alkoxy, (C;-Cg)ecycloalkyl, carboxy, trifluoromethyl,
and trifluvoromethoxy;

each R is independently selected from (C,-Cy)alkyl;

each D~ is independently a counter anion;

each R*# is carboxy or (C,-C)alkoxycarbonyl; and

the bond represented by ---- is present;

or a salt or prodrug thereof.

2. The compound

NH,

or a salt thereof.
3. A compound selected from the group consisting of

Ha

N
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-continued

OCH;
RSS’
10 OCH;
CH
R¥ 3/ ’
/\
H;C  CHy
15 BC
20
25
OCH;
OCH;
RSS’
RS 30 OCH;
OCH; ® _CH
, P
R* N
, ®_CH; /N
R* /N\ H;C CH;
mc CH 35 BO

RO

o

s wherein R>* and R*" are each H or methoxy, or taken together
are methylenedioxy and B is an acceptable counterion; or a
salt or prodrug thereof.
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4. A compound selected from the group consisting of -continued
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wherein R** and R are each H or methoxy, or taken
together are methylenedioxy and B is an acceptable counte-
rion; or a salt or prodrug thereof.

5. A compound selected from the group consisting of

320

-continued

65 wherein R** and R>* are each H or methoxy, or taken
together are methylenedioxy and A is an acceptable counte-
rion; or a salt or prodrug thereof.
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6. A compound selected from the group consisting of _continued

10

15

OCH,
NH, ,
20 RSS
OCH;
R N
/ cn,
s HiC
OCH;
30
RSS'
OCH;
54/
R N
CH; 35 OCH,
H;C
RSS'
OCH;
40
45
OCH,
RSS'
OCH;

50

55

60

65
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323
wherein R** and R are each H or methoxy, or taken
together are methylenedioxy;

or a salt or prodrug thereof.
7. A compound selected from the group consisting of

NH,

10

15

20

324

-continued

OCH;
5
R
55 AN OCH;
N
R F

wherein R** and R are each H or methoxy, or taken
together are methylenedioxy;

or a salt or prodrug thereof.
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8. A compound selected from the group consisting of -continued

10
CH;
15
NH,
20
25
30
OCH;
R3S CH;z
OCH;3
N A 35
RS o
|O 40
or
|O 45
OCH;
R3S 50
OCH;3
_CH;
AN
R CH;
55
60

wherein R** and R are each H or methoxy, or taken
together are methylenedioxy;

or a salt or prodrug thereof.
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9. A compound selected from the group consisting of -continued
O CF;
5
10 I
15
CH;
-~ N
T me” e,
NH, CH;
20 CF3
25
30
I [S]
N@
s e | cH;
CH;
F
40
O
@
N—CH;
P
H;C CH; 45
(O]
50 N—CHj
me” Scm,
F
55
60
H3C\ (0] H3C\ ®
AN N
e | 65 /\
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-continued 10. A compound selected from the group consisting of

10
HC _ ® O 15
\N

20

MeO OMe

OMe
NI,

25

30

B ? :
5
s

Ne—CH,
me” eow,
35 N
\/\ /
N
40
or
45
®
Ne—CH, O
me” cm,
50 /
N
~
55
60
HiC. @
>N
mc” \
3
63 %\

or a salt or prodrug thereof.
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331
-continued

o0 (OO0, YO0 YO0
- o8 3 o

s O 8T

O ( 4

@ O v, 9,
O aYe O OO
o o
& &
O Y4 & Q.
\ /\ p 5

20
25
30
35
40
45
50
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60
65
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I@
N

AN
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-continued
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-continued -continued

10

o
o
O 15

HN NH or
HN NH \(
Y NH;
NH,
20
25
30
35
O
0 40
HN NH,
45
or a salt or prodrug thereof.
“ 11. A compound selected from the group consisting of
55
60
HN NH

NH,
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-continued -continued
F. F
5
10
or

15 AC)

- N
20

25

@// 30

o

\
/

50

55

60

65 prodrug thereof, and a pharmaceutically acceptable vehicle.

or a salt or prodrug thereof.

13. A composition comprising a compound of formula I as
described in claim 1 or a pharmaceutically acceptable salt or

*

*

*

*

*

35
®
HN
or a prodrug thereof wherein each compound is indepen-
40" dently associated with a counterion.
12. The compound:
45
Yo
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